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PAT VAN PE
1. Ly do chon @@ tai:

Ung thu phdi 1a loai ung thu hang dau trén thé gidi, dong thoi 1a
nguyén nhan chinh gay tir vong do cac bénh ung thu, dic biét ¢ nam
gidi. Duya trén ddc diém mo bénh hoc, ung thu phéi duoc chia lam 2
nhom chinh: ung thu ph01 khong te bao nho va ung thu phoi té bao
nho, trong d6 ung thu phoi khong té bao nho chiém 80- 85%.

Biéu hién 1am sang ung thu ph01 rat phong phu, nhung giai doan
dau ung thu phoi thuong dién blen am tham, biéu hién kin ddo. Khi
c6 biéu hién 1am sang thi da s6 bénh di & giai doan tién trién, nén
phan 16n bénh nhan dén vién ¢ vao giai doan khong thé phiu thuat
dugc anh huong khong it téi tién lwong bénh va két qua didu tri.
Theo Zappa C. va cs. (2016), hon mot nira bénh nhan ung thu phdi tir
vong trong nam dau sau khi duoc chin doan va ty 1& séng toan bo 5
nam 1a <18%. Moumtzi D. va cs. (2016) thiy khoang 60% bénh nhan
ung thu phéi khong té bao nho duge chan doan & giai doan tién trién.

V& mat kinh dién, diéu tri bao gdm phau thuat khi u con khu trd,
hoa tri cho cac truong hop di co di cin va xa tri ding dé ngin chin
su phat trién trén cac trudng hop khong thé mo. Phuong thuc diéu tri
ban dau ctia ung thu phéi giai doan tién trién 1a két hop hoa tri- xa tri,
s& cho két qua t5t hon 1a chi hoa hodc chi xa tri don thuan. Hién nay,
phuong phap diéu tri ung thu phdi khong té bao nho 1a da mo thirc:
két hop phau thuét, tia xa va hoa chat. O nhitng bénh nhan khong co
chéng chi dinh phiu thuat (toan trang, bénh tim mach, suy gan,
than... giai doan bénh IIIB, IV hodc bénh nhan khong ddng y phau
thuat) thi phiu thuat 1a phuong phap chu yéu. Tia xa, héa chit c6 thé
diéu tri bd tro trude hodc sau phau thuat

Két hop hoa xa trj bd trg sau phiu thut triét cin ung thu phdi da
ap dung nhiéu ¢ bénh vién K cling nhu cdc trung tam ung thu trén thé
giéi. O Viét Nam, chua c6 nhidu nghién ctru tong két vé két qua diéu
trj cta phac d nay.

2. Muc tiéu caa dé tai:

1. M6 ti dic diém lam sang va mé bénh hoc ciia ung thw phoéi

khéng té bao nhé.

2. Ddnh gid két qud diéu tri ung thw phoi khéng té bao nhé giai

doan II va IIIA bang phoi hop phéu thudt triét cin va héa xa
tri bé tro sau phdu thudt.



3. Nhirng dong gop ciia luin an:

Nghién ctru 81 bénh nhan ung thu phoi khong té bao nho giai
doan II va IIIA thay ung thu biéu mé tuyén chiém ty 18 €ao nhit
(59,3%), tiép dén 1a ung thu bleu md vay (23,5%), ung thu t& bao 16n
(12,3%) va ung thu biéu mé tuyén- vay (4,9%).

Phau thuat triét cin va hoa xa trj bo tro sau phﬁu thuat da kéo dai
thoi gian séng ctia bénh nhan. Ty 1¢ sdng thém toan bo 12, 24, 36, 48,
60 va >60 thang la 86,4%; 70,4%; 50,6%; 23,5%; 14,8% va 11,5%.
Ty 1¢ séng thém khong bénh 12, 24 va 36 thang 1a 33,2%; 31,7% va
29,9%. Thoi gian séng thém toan b 1a 37,1 + 2,3 thang [trung vi:
37,0 thang] va séng thém khoéng bénh 1a 27,1 + 3,9, [trung vi: 6,0
thang]. Cac yéu td giai doan bénh, kich thudc khéi u, di cin hach va
chi s6 Karnofski 1a nhitng yéu té tién lugng voi thoi gian song thém
toan bo.
4.Ciu tric cia luin an:

Luan an gém 137 trang, v6i 4 chuong chinh: Pit van dé: 2 trang;
Chuong 1 (Tong quan): 36 trang; Chuong 2 (Dbi tugng va Phuong
phap nghién ctru) 17 trang; Chuong 3 (Két qua nghién ctru) 41 trang;
Chuong 4 (Ban luan) 38 trang; Két luan va Khuyen nghi 3 trang.

Luén an c6 58 bang, 16 biéu do, 01 so dd, 140 tai liéu tham khao
(60 tai liéu tiéng Viét, 80 tai liéu tiéng Anh).

Chuwong 1: TONG QUAN

1.1. DICH TE HQC VA CAC YEU TO NGUY CO LIEN QUAN PEN
UNG THU PHOI

1.1.1. Dich t& hoc ung thw phdi trén thé giéi va Viét Nam

Hang nim trén thé giGi co khoang 11 tridu truong hop méi mic
ung thu. Cac ung thu hang dau trén the gioi & nam gidi 1a ung thu
phoi (UTP), da day, dai - tryc trang, tién liét tuyén, gan; & nir gioi la
va, dai - truc trang, ¢b tir cung, da day va phdi.

Lee J. G. va cs. (2012) nghién ctru 2.076 bénh nhan (BN) ung thu
phéi khong té bao nho (UTPKTBN) giai doan 1990- 2009 thiy ty 18
BN nt, ung thu biéu mé tuyén (UTBMT), ung thu giai doan [ va ty 1€
cit thuy phdi ting 1én; con ty 1& nam gi6i, ung thu biéu mo vay
(UTBMV), giai doan IIIA va ty 1¢ BN cat phoi giam. Ty 1é séng toan
bd 5 nam tang tir 31,9% (1990-1994) Ién 43,6% (1995-1999), 51,3%
(giai doan 2000-2004) va 69,7% (giai doan 2005- 2009) (p<0,001).


https://www.ncbi.nlm.nih.gov/pubmed/?term=Lee%20JG%5BAuthor%5D&cauthor=true&cauthor_uid=23255847
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Tai Viét Nam: Qua sb liéu Ghi nhan Ung thu cho théy & nam
gidi, noi co ty 16 mac UTP cao nhat 1a Ha Noi va dtng thir hai 1a
TP H) Chi Minh. Ty 1¢ mic UTP & nit giéi Ha Noi thap hon TP
H6 Chi Minh.

1.1.2. Cac yéu té nguy co lién quan dén ung thu phéi

- Thubc 1a: 90% truong hgp BN UTP hut thudc 1a.

- Tudi: O ca hai giéi, ty 18 mac UTP bat dau ting dan ¢ lra tudi
sau 40. Phan 16n UTP duoc chan doan & tudi 35 - 75, dinh cao & lira
tudi 55 — 65 tudi.

- Gidi: ty 1é nam/nir khoang 6: 1. Tuy nhién, ty 1¢ mic UTP & nam
ngay cang c6 xu hudng giam xudng, con ty 1é mic & nit gidi lai c6 xu
hudng gia tang.

- Cac chat gdy UTP khong lién quan toi thude 1a duoc dé cap dén
la arsen, amiang, Chloromethyl methyl ether...

- Bénh man tinh & phéi: cac ndt voi hoa, cac seo cil, ton thuong
lao, c&c viém phé quan man c6 di san dang biéu bi.

- Gen: cac gen bi bién ddi 1a gen p53 va nhiéu gen khac nhu
KRAS, EGFR, Her2/NEU...

1.2. PAC PIEM LAM SANG UNG THU PHOI
1.2.1. Giai doan tién IAm sang

Giai doan tién 1am sang thuong kéo dai chiém 2/3 thoi gian phét
trién cua bénh. Khoang 5- 15% BN duoc phat hién trong giai doan
nay 1a do tinh co di kham strc khoe dinh ky hodc 1a di kham vi mot
bénh khac.

1.2.2. Giai doan lam sang

Biéu hién 1am sang ctia UTP duoc thanh 3 nhém chinh:

- Nhom cac triéu chimg hé hap: ho, dau nguc, khé thd, hoi chimg
nhiém trang phé quan- phdi cép...

- Nhom céc triéu ching hé thong: triéu chimg toan than (mét moi,
sot, chan an, gay sut khong rd nguyén nhan) va hoi ching can u (hoi
chiing Cushing, tang calci mau, hdi ching Pierre- Marie...).

- Nhom céc triéu chimg ung thu lan rong tai chd va di cin xa:
TDMP, mang tim; chen ép tinh mach chu trén, chén ép than kinh. ..
1.3. PAC PIEM CAN LAM SANG UNG THU PHOI
1.3.1. C4c k¥ thuit chan doan hinh dnh

Céc k¥ thuat chan doan hinh anh bao gdm: XQ phéi thuong quy,
chup cit 16p vi tinh, chup phé quan can quang, chup cong huong tir,
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chup cit 16p bang phat xa Positron (PET) va FDG PET, chup xa hinh,
noi soi phé quan, sinh thiét phoi xuyén thanh nguc, ndi soi trung that
va noi soi 16ng ngue.
1.3.2. Xét nghiém cc chi s6 sinh hoc

C6 3 chi diém khéi u chinh: Cyfra 21-1 1a chi diém tot nhat danh
gia chan doan UTPKTBN, CEA c¢6 vai trd bd sung thong tin cho
Cyfra 21-1 dé chan doan UTBMT, SCC c6 vai trd bo sung thong tin
cho Cyfra 21-1 trong chan doan UTBMV.
1.3.3. Chén doan té bao va mé bénh hoc

Chan doan té bao hoc 1a mot phuong phap don gian chan doan
UTP, nhung it gia tri do khong phan loai dwoc MBH. Chéan doan
MBH Ia tiéu chuan vang trong chan doan UTP va dya vao d6 con cd
thé tién luong bénh va xac dinh phuong phap diéu tri hiéu qué nhét.
1.3.4. Chin doan giai doan theo TNM

Ty 1& séng sot lién quan chat ché véi giai doan ung thu. Viéc phan
giai doan ung thu dua vao hé théng phan loai TNM cang chinh xac
thi Iya chon phuong phéap diéu tri cho BN cang hiéu qua, tién luong
song ctia BN cang co gia tri.
1.4. CAC PHUONG PHAP PIEU TRI UNG THU PHOI
1.4.1. Cac phwong thirc diéu tri ung thw phdi theo giai doan bénh

O giai doan sém (I, IT) va giai doan sém cua IITA (T3N1): cit
thuty kém nao hach vira 1a diéu tri t6i wu vira dinh giai doan chinh
xac. Chi dinh cit thiy luon 14 phuwong thirc chon Iya khi u con trong
thity phoi.
1.4.2. Phiu thuat diéu tri ung thw phoi

Phuong phap PT trong UTP bao gom cét phdi dién hinh (cat thuy
hodc cit 2 thuy phéi va cit toan bd phoi); cit khong dién hinh (cat
gii han, cit phoi hinh chém) va cit rong trong UTP (cit phan nhu
mo khdi u 13n cac cau trac bi xam 14n). Nao vét hach triét dé 1a 1dy bo
tat ca cac hach va td chirc m& quanh hach.
1.4.3. Héa tri sau phiu thuit ung thw phdi

UTPKTBN sau PT triét can cé ty 1€ di can xa cao hon so voi tai
phat tai chd. Di can ndo 1a hay gap nhat, sau d6 1a di can xwong, phdi,
gan, tuyén thuong than. Sau PT triét can, ty 1é séng thém 5 nam &
giai doan I 1a 56- 67%, giai doan II: 37- 55% va giai doan IIIA la
13%. HT dugc st dung nham cai thién thoi gian séng thém cho BN,
Mot s6 yéu té c6 anh huong dén dép Gmg voi HT va thoi gian séng 1a
chi sb hoat dong co thé, giai doan lam sang, vi tri di can...
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1.4.4. Xa tri sau phiu thuit ung thu phoi

XT duge coi 1a phuong phéap diéu tri chuan ddi véi UTPKTBN
khong PT duoc, nhung két qua con han ché. Ciing nhu PT, XT 1a mo
thirc khong ché u tai chd. Nhitng nghién ctru vé phuong thirc XT
truéc mo cho théy ty 1¢ séng khong cao hon so voi PT don thuén ma
lai gay viém xo cau tric tai chd, gy khé khin cho cudc mo XT sau
mo gitp klern soat u tai chd nhung khong lam ting ty 18 sdng ¢ cac
BN duoc cit phoi. XT c6 tac dung 1am giam triéu ching va tinh trang
di can dén xwong va nio.

1.4.5. Két hop da md thirc trong diéu tri ung thw phéi

- Hoa tri va xa tri b tro trude phau thuat:

Tang C. va cs (2017) nghién ctru 370 BN UTPKTBN (97 BN HT
trude PT va 273 BN khong HT trude PT) va theo doi 12,7 thang (2-
36 thang) thay ty 1& tai phat va di can la 63,92% (62/97 BN) va
94,87% (259/273 BN) (p<0,05); thoi gian song khong bénh trung
binh 13 19,46 thang va 11,34 thang (p<0,001). Cac tac gia cho rang
HT trudc PT co thé cai thién thoi gian song khong bénh nhung khong
lam tang bién chtng sau PT.

- Hoa tri va xa tri bo trg sau phau thuat

Theo Nguyen Cong Minh (2009) két hop v6i HT hodc/va XT sau
md mang lai két qua kha quan véi ty 18 song 5 niam cua giai doan
som, I va Il tr 39% 1én 53%; cta giai doan III tir 0% Ién 2%.

Nguyén Thi Lé (2012) thdy sau diéu trj c6 ty 1& 16n BN ¢6 chi sb
hoat dong co thé & mtrc cao. Nhom PT don thudn c6 75% BN c6 chi
s6 KPS > 90% tdng 30% s6 BN so v6i tru6e diéu tri, nhom diéu tri
PT két hgp HT b6 trg hau phau dat 72% s6 BN ting 26%, nhom HT
don thuan dat 33,3% sb BN, ting 22%. Nhoém UTP duoc HT bd trg
sau PT dem lai ty 1& séng kha quan hon nhém chi PT don thuan hoic
HT don thuan. Trong d6, nhom dugc HT bo tro sau PT ¢o ty 1€ séng
cao nhit sau cac mdc thoi gian theo doi.

‘Berry M. F. va cs. (2015) nghién ctu 2.781 BN UTPKTBN >65
tudi song it nhat 31 ngay sau PT (HT b trg sau PT: 784 BN= 28,2%)
thiy ty 1 song 5 nam ciia nhém BN duoc HT bd tro sau PT (35,8%;
Cl 95%: 31,9- 39,6) cao hon so véi nhom khéng duge HT bd trg
(28,0%: C1 95%: 25,9- 30,0), (p= 0,008). Phan tich hoi quy Cox thay
HT b6 tro 1a yéu t6 du doan ty 1& sdng cao véi HR= 0,84 (CI 95%:
0,76- 0,92; p= 0,0002).
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Nghién ciru ctia Moumtzi D. (2016) cho thay cac yéu td lién quan
dén thoi gian song khong bénh va ty 1& séng toan bd & BN
UTPKTBN la sat can >5%, loai MBH, str dung mdt loai thudc, két
hop mot nhém thude, 01 chu ky XT. XT lam ting thoi gian séng
khong bénh va ty 1& séng toan bo ¢ giai doan IIIB (p= 0,002) va IV
(p<0.001). S6 lugng di cin xa & BN giai doan IV khong anh hudng
dén ty 1¢ sdng toan bd va thoi gian song khong bénh. Nhimg BN
dugc diéu tri bang platin va taxan c6 thoi gian song khong bénh dai
hon, ty 18 song toan by cao hon so véi nhirng BN diéu tri platinum
khong c6 taxan (p<0,001). Nhirng BN duoc két hop 3 loai hoa chat
c6 thoi gian séng toan bd (682,06 + 34,9 thang) (p= 0,023) va song
khong bénh (434,93 + 26,93 thang) (p= 0,012) dai hon nhitng BN st
dung it hon 03 loai hoa chz”it.

Chuwong 2: POI TUQGNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU
Gom cac BN UTPKTBN giai doan II, IIIA dwoc diéu tri tai Bénh
vién K tir thang 01/2009 dén thang 10/2015 (gdm 81 BN).
2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ctru va ¢& miu:
- Thiét ké nghién ctru: nghién ctru tién ctru can thiép 1am sang

khong ddi ching.
- Co mau: Pugc xéac dinh theo cong thuc:
_ 72 P4
n= Zf]—cz.-]} F
-n: C& mau

- Zo/2: chon hé sb tin cdy Z 1a 95%, tuong tmg Z1- o/2 = 1,96 véi
a=0,05).

- p: Theo Nguyén Thi Lé (2012), ty 18 sdng toan bd sau 1 nim
PT+ HT bd trg & BN UTPKTBN 1a 94,4%, do vay, chon p=0.9.

-g=1-p=0,1.

- d: Khoang sai léch mong mudn sao cho sy bién thién cta két qua
nghién ctru khong qua 16n; chon d = 7%

Ap dung cong thuc tinh c¢& mAu trén tinh duoc ¢d mau 1y thuyét 1a
n = 71. Thyc té nghién ctru 81 BN.



2.2.2. Quy trinh nghién ctru
2.2.2.1. Tham khdam ldm sang

Céc BN déu duogc tham kham, ghi chép vao mau hd so nghién ctru
thong nhat.
2.2.2.2. Xét nghié¢m cdn lim sang

- Chan doan hinh anh: XQ phéi thuong quy, chup CLVT, chup
MRI, siéu 4m 6 bung...

- Noi soi phé quan-sinh thiét.

- Chan doan té bao hoc.

- Xét nghiém huyét hoc, sinh hoa.

- Chan doan MBH: Dua theo phén loai MBH nam 1999 cua hiép
hoi Qudc té nghién ctru ung thu phdi - IASLC da duge UICC va
WHO théng nhat dé phan loai MBH ung thu phdi té bao nho.
2.2.2.3. Chudn bi bénh nhén cho phdu thudt

- Gay mé bang dng nodi khi quan hai nong (ong Robert Shaw hoic
6ng Carlens) dé co thé 1am xep toan b bén phdi ton thuwong.

- Tu thé BN: ndm nghiéng 90° vé phia bén phoi lanh, ké mot gbi
duge cudn tron dudi mom xwong ba vai, tay bén phoi ton thuong dua
cao 1én phia dau treo vao mot gia d& nham lam gidn rong cac khe lién
suon bén can thiép.
2.2.2.4. Ky thudt mé va nao vét hach

- Puong md nguc kinh dién 1a duong mé sau bén vao khoang
16ng nguc qua khe suon 5 - 6 .

- PT cit thuy phdi hodc cit mot phdi kém theo vét hach ving.
2.2.2.5. Xur Iy bénh phdm sau phiu thudt

Bénh pham goém khdi u va cac hach dugc ¢ dinh trong Formol
10%, duc Farafin, cit nhuém Hematoxyclin va Eosin (HE) lam tiéu
ban. Mot sb trudng hop khé xac dinh typ mé bénh thi nhuém HMMD
dé c6 chan doan chinh x4c. Phan loai MBH theo WHO 1999.
2.2.2.6. Héa tri va xa tri bé tro

- V6i nhom BN ¢ giai doan ITA (T2b,NO)

+ Dién cit khong c6 té bao UT (RO) : HT b trg

+ Dién cit c6 té bao UT (R1,R2) Tia xa + HT bd tro

- V6i nhom BN ¢ giai doan IIA (Tlab-T2a, N1), 1IB (T3,NO;
T2b,N1)

+ Dién cét khong co t& bao UT (RO): HT bd trg, khi hach pha
v vo: hoa chét+tia xa

+ Dién cét c6 té bao UT (R1,R2) HXT (tuin ty hodc ddng thoi).
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- Vi nhom BN ¢ giai doan ITTA (T1-3,N2 ; T3N1):

+ Dién cat khong c6 té bao UT (RO) : HT bo trg, hodc hoa-xa tri
khi N2

+ Dién cit c6 té bao UT (R1,R2) : hoa-xa tri dong thoi.
2.2.2.7. Ddnh gid két qua diéu tri

Tai kham dinh ky 3 thang mot 1an trong nam dau, 6 thang mot lan
trong nam tiép theo.

2.2.3. Cic chi s6 nghién ctru
* Péc diém nhém bénh nhan nghién civu

- bic diém tudi, gioi, tién sir nghién thudce 14.

- Céc triéu chimg 14m sang bao gém: dau nguc, ho khan kéo dai,
ho ra mau, kho tho, géy sut can, sdt nhe. ..

- Su phén b giai doan bénh: giai doan II, IIIA.

- Chi sb toan trang.

* Pdc diém ton thwong bao gom

- Vi tri ton thuong: thiy phoi, bén phai, bén trai.

- Kich thuéc khoi u.

- Mirc d6 xam 14n cta khéi u.

- Xéc dinh di can hach vung.

* Pic diém MBH sau mé: cac typ MBH va lién quan vdi tai phat.
* Phwong phdp diéu tri:

- Céc phuong phap PT: cit thity phoi; cat mot 1a phoi.

- HT b tro.

-XT bd tro.

* Két qua diéu tri:

- Céc bién ching PT: Khong blen chu’ng, Chay mau, md lai; RO
moém phe quan; Nhiém trung vét mo, viém phoi; Suy ho hip phai tho
may; md lai; Tir vong trong 24h du hoic tir vong trong 1 thang dau.

- Ty 1 sbng, tir vong, tai phat, di can.

* Thoi gian song thém

- Thoi gian séng thém toan bd va séng thém khong bénh tai cac
thoi diém 12, 24, 36, 48, 60 va >60 thang

- Thoi gian song thém toan bo va sdng thém khong bénh theo
nhom tudi (< 60 tudi va > 60 tudi).

- Thoi gian song thém toan b va sdng thém khong bénh theo giai
doan bénh (II va II1A).

- Thoi gian séng thém toan bd va khong bénh theo typ MBH.
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- Thoi gian sdng thém toan bd va khong bénh theo kich thudc
khéi u.

- Thoi gian séng thém toan bg va khong bénh theo cac ching hach
di can.

- Thoi gian séng thém toan b va séng thém khong bénh theo chi
s6 toan trang.

- Phan tich don bién va da bién cac yéu t6 anh hudong dén thoi
gian song thém toan b va song thém khong bénh.

2.2.4. Xir Iy s6 li¢u

- Phuong phap thu thép thong tin:

+ Tryc tiép kham BN khi ho quay lai kham dinh ky.

+ Goi dién thoai hoi trao doi truc tiép v6i BN hodc nguoi than

+ Viét thu tim hiéu két qua diéu tri theo mau thu lap sin

- Cac sb liéu nghién ctru duge mi hoa phan tich va xir Iy trén may
tinh bang phan mém SPSS 22.0.

- So sanh cac ty 18, cac tri sd trung binh bang test 42 c6 ¥ nghia
thdng ké voi p<0,05.

- Phén tich thoi gian séng thém theo Kaplan — Meier:

- Phén tich cac yéu t6 anh huong dén séng thém: phan tich don
bién bang test Log-rank. Phan tich da bién: hdi qui Cox v&i do tin cay
95% (p = 0,05).

2.2.5. Pao dirc nghién ctru

Phéc d6 diéu tri trong nghién ctru da duoc thir nghiém l1am sang &
nhiéu trung tAm nghién ctru trén thé gidi va dugc ap dung rong rai.
Céc thong tin vé tinh trang bénh va cac thong tin ca nhan khac ciia
BN duoc gitr bi mat theo yéu cu ciia nguoi bénh.

Chwong 3: KET QUA NGHIEN CU'U

3.1. PAC PIEM NHOM BENH NHAN NGHIEN CUU
3.1.1. Tudi va giéi

- Tubi trung binh cta cac BN 13 55,8 + 8,3 (thdp nhat 1a 28 tudi va
cao nhit 1a 72 tudi).

- Ty 1€ nam/ntr 1a 3,5/1,0
3.1.2. Tién sir ¢6 lién quan dén ung thw phdi

Phan 16n bénh nhan ung thu phdi c6 hut thudc 14 (63,0%), trong
d6 nam gidi c6 hiit thudc 14 chiém toi 81,0%.

C6 9,9% sb bénh nhén c6 tién sir bénh phdi man tinh.
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3.2. PAC PIEM LAM SANG VA CAN LAM SANG UNG THU PHOI
KHONG TE BAO NHO
3.2.1. Pic diém lam sang ung thu phéi khong té bao nhé

- Cac tridu ching co ning thuong gip nhat 1a ho khac dom
(84,0%), ho khan kéo dai (79,0%), dau nguc (44,4%), kho thd
(44,4%). Tiép dén 1a cac triéu chimg ho ra mau (30,9%), sit can
(25,9%) va mét moi (23,5%)

- Cac triéu chimg chiém ty 18 thip 1a dau vai- tay (12,3%), hoi
chimg can u (8,6%) va sbt kéo dai (2,5%).

- Ty 1€ BN khong c6 tri¢u chung 1a 13,6%.

- Pa s6 BN ¢6 chi s6 KPS 90% (64,2%).

3.2.2. Pic diém c4n 1am sang ung thu phoi khong té bao nhé

* Cdc xét nghiém chi diém khoi u

- Nong do Cyfra: 69,1% BN c6 ndng do Cyfra ting.

- Nong do SCC: 12,3% BN c6 ndng d6 SCC tang.

- Nong do CEA: 29,6% BN c6 ndng do CEA tang.

* Chdn dodn hinh anh

- Chup X-Quang phéi thdy 100% BN phat hién thay khdi u; dam
mo trung thét, rn phoi (69,1%) va c6 01 BN (1,2%) xep phoi.

- Vi tri u trén CLVT: ty 1& BN u phdi bén phai 1a 64,2% (thuy trén
1a 25,9%; thuy gitra 1a 12,3% va thuy dudi 1a 25,9%) nhiéu hon so
voi phéi trai: 35,8% (thuy trén la 21,0%; thuy dudi la 14,8%).

- Kich thuéc khéi u trung binh 1a 4,7 + 1,6 cm (2,3- 10,0 cm).
Kich thuéc khdi u tir 3- <5 chiém ty 1é cao (44,4%), tiép dén 1a <3
cm (28,4%); 5- <7 cm (21,0%) va >7 cm (6,2%).

3.2.3. Hinh anh ton thwong qua ndi soi phé quan

- 63,2% s6 BN ¢6 hinh anh ndi soi binh thuong.

- Cac dang t6n thuong gip trén nodi soi 1a dé ép tir ngoai (21,1%),
u 101 vao 1ong phé quan (11,8%), thim nhidm sui (7,9%) va u chit
hep (2,6%).

3.2.4. Pic diém md bénh hoc

UTBMT chiém ty 1& cao nhat (59,3%), tiép dén la UTBMV

(23,5%), UTBMTBL (12,3%) va UTBMT-V (4,9%).
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Bdng 3.1. Két qua mo bénh hec.

Phén loai mo bénh hoc S6 BN (n= 81) Ty 1& (%)
UTBMT 48 59,3
UTBMV 19 23,5
UTBMTBL 10 12,3
UTBM tuyén- viy 4 49

- UTBMTBL chiém ty 18 cao nhat ¢ thiy trén phdi trai (40%) va
thap nhat & thuy gitta phoi phai (10,0%).

- UTBMT-V: ¢6 2/4 truong hop & thiy giita phdi phai.

- UTBMT chiém ty 1é cao ¢ thily dudi phdi phai (31,3%) va thuy
trén phoi phai (29,2%).

- UTBMV chiém ty 1& cao & thity trén phdi trai (36,8%).

Lién quan loai UTP va thuy phdi c6 y nghia théng ké v6i p<0,05.
3.2.5. Giai doan bénh

Giai doan I chiém ty 18 64,2% va giai doan IIIA chiém ty 1¢ 35,8%.
3.3. PHUONG PHAP PIEU TRI
3.3.1. Phuong phap phiu thuit

- Hau hét 1 phiu thuat cit thuy phdi (98,8%); c6 1/81 trudong hop
1a cit phoi bén trai (1,2%).

- Céc nhom hach duoc nao vét nhiéu nhat 1a nhom hach s 10 (100,0%),
s6 7 (50,6%). Cac nhom hach khéc chiém ty 16 thap (2,5%- 19,8%).

- Ty 1€ BN dugc vét hach chiang N1 1a 30,9% va dugc vét hach
chdng N1 va chang N2 1a 69,1%.

Bdng 3.2. Di can hach.

Giai doan bénh Téng $0
Di can hach Il (n=52) 1A (n=29) (n=81)
SOBN |TL (%)| S6BN | TL (%) | S6BN | %
Chua DC 36 69,2 1 3,4 37 45,6
Hach N1 16 30,8 6 20,7 22 27,2
N1+N2 0 0 22 75,9 22 27,2
p<0,001

C6 45,6% BN chua c6 di can hach; 27,2% BN di can hach N1 va
27,2% BN di can hach N1 va N2. Ty 1é¢ BN ¢6 hach di can & nhém
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UTPKTBN giai doan IIIA (96,6%) cao hon giai doan II (30,8%), su
khéc biét c6 y nghia théng ké voi p<0,001.
3.3.2. Phuong phap hoa tri va xa tri

- S6 chu ky diéu tri hoa chat & bénh nhan UTPKTBN: Da s6 bénh
nhan dugc hoa tri bd trg 6 chu ky (76,5%); c6 23,5% sb BN HT b
trg 3- 4 chu ky. Ty 1€ BN dugc HT bd trg 6 chu ky & giai doan II
(82,7%) nhiéu hon so véi giai doan IIIA (65,5%), nhung sy khac biét
khong co6 y nghia théng ké (p>0,05).

- Xa trj & bénh nhan UTPKTBN: Ty 18 BN duoc xa tri bd trg 1a
13,6%. Ty I¢ BN dugc XT bd tro & giai doan IIIA (31,0%) nhiéu hon
giai doan II (3,8%), su khéc biét c6 y nghia théng ké voi p<0,001.

- Chi s6 toan trang trudc va sau diéu tri: chi s6 KPS= 70% trudc
diéu tri 1a 0%, sau diéu tri 1 17,3%. Chi s6 KPS = 80%-90% trudc
diéu tri 1a 77,8%, sau diéu trj 1a 81,5%. Chi s6 KPS= 100% trudc
diéu tri 1a 22,2%, sau diéu trj 1 1,2%.

3.3.2. Mt s6 tac dung phu ciia phac do EP

- Poc tinh trén hé tao huyét: c6 8,6% trudng hop giam lympho
(cht yéu 1a d6 1: 6,2%). Giam bach cau hat gip & 23,5% truong hop
(chu yéu 1a do 1: 14,8%; do 3, do 4 1a 2,5% va 3,7%). Giam huyét
sdc t6 12 39,5% (chi yéu 12 do 1 va 2: 29,6% va 9,9%). Giam tiéu cau
14 6,1% truong hop (46 1 14 4,9%.

- Doc tinh gan: C6 21,0% truong hop ting GOT déu 1a d 1. Co
25,9% truong hop ting GPT déu la do 1, 2.

- Poc tinh than: C6 13,6% trudong hop ting ure déu 1a d¢ 1, 2. Co
3,7% trudng hop ting creatinin mau déu 1a do 1.

- Bdc tinh ngoai hé tao huyét: Co 72,8% truong hop budn nodn,
déu 1a do 1 va 2. C6 22,2% trudng hop non, do 1 1a chi yéu (17,3%).
C6 2,5% truong hop viém da day 1la do 1.

3.4. KET QUA SONG THEM
3.4.1. Két qua diéu tri

- Ty 1€ tai phat va di can xa la 67,9%. Thoi gian tai phat trung
binh la 27,9 + 14,2 thang (2- 60 thang) [Trung vi: 29,0 thang]. Ty 1&
di can nhiéu nhat 1a di can ndo (34,6%), tiép dén 1a phoi (17,3%), gan
(2,5%), xuong (4,9%), ndo va xwong (2,5%), phdi va xuong (6,2%).

- C6 13/81 BN (12,3%) con song, déu la séng khong bénh. Ty 1é
tir vong 12 71/81 BN (87,7%).
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3.5.2. Thoi gian song thém toan b va song khong bénh
3.5.2.1. Thoi gian séng thém toan bo va song khéng bénh
Bdng 3.3. Thai gian song thém toan bg.

Thoi gian song toan S6 BN Ty 1é song thém (%)
bo (thang) tir vong (n= 81) (X *SE)
12 11 86,4 +3,8
24 24 70,4 +5,1
36 40 50,6 + 5,6
48 62 235+4,7
60 69 148+ 3,9
>60 71 115+ 3,7
X + SE 37,1+ 2,3 (Cl 95%: 32,5- 41,7) [trung vi: 37,0]

Ty I¢ séng thém toan bd 12, 24, 36, 48, 60 va >60 thang 1a 86,4%;
70,4%; 50,6%; 23,5%; 14,8% va 11,5%. Thoi gian song thém toan bo
14 37,1 + 2,3 thang (CI 95%: 32,5- 41,7) [trung vi: 37,0 thang]

Ty 1¢& séng thém khong bénh 12, 24 va 36 thang 1a 33,2%; 31,7%
va 29,9%. Thoi gian séng thém khong bénh 1a 27,1 + 3,9 [trung vi:
6,0 thang].
3.5.2.2. Thoi gian séng thém theo giai doan bénh

Bdng 3.4. Thei gian song thém toan bé theo giai doan bénh.

TG song Ty 1& song thém toan b (%) theo giai doan bénh.
thém toan Il (n=52) Illa (n=29)
bo (thang) | S6 tir vong X +SE S6 tir vong X +SE
12 1 98,1+1,9 10 65,5+8,8
24 6 88,5+4,4 18 37,9+9,0
36 15 71,2+6,3 25 13,8 + 6,4
48 36 30,8+6,4 26 10,3+5,7
60 43 17,3+£5,2 - -
>60 45 128+48 - -
X £ SE 44,8+23 23,3+3,8
(C1 95%: 40,2- 49,4) (Cl1 95%: 15,8- 30,8)
Trung vi 40,0 16,0
<0,001
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- Thoi gian va ty 18 sdng thém toan bo 12, 24, 36 va 48 thang cua
BN UTPKTBN giai doan II cao hon so v6i giai doan IIIA, su khac
biét co ¥ nghia thong ké voi p<0,001.

- Thoi gian va ty 1¢ song thém khong bénh 12 thang cua cac BN
UTPKTBN giai doan II cao hon so véi cac BN giai doan IIIA nhung
su khac biét khong c6 ¥ nghia thong ké (p>0,05).
3.5.2.3. Thoi gian séng thém theo mé bénh hoc

Thoi gian va ty 1& song thém toan bd, séng thém khong bénh 12
thang va 36 thang ctia cac BN UTBMTBL, UTBMT-V, UTBMT va
UTBMYV khac biét khong co y nghia théng ké (p>0,05).
3.5.2.4. Thoi gian song thém theo cdc chiang hach di cin

Bdng 3.5. Thei gian séng thém toan bé theo chang hach di cin.

TG song Ty I€ song thém toan bo (%) theo chang hach di can
thémtoan | Chua (n=37) | Hach N1 (n= 22) | Hach N2 (n= 22)
bo (thang) | SO BN | — S6BN | — S6BN | —

TV X +SE TV X +SE TV X = SE
12 97,3 95,5 59,1
1 +27 1 +44 d +10,5
24 83,8 86,4 31,8
6 +6,1 3 +7,3 15 +9,9
36 73,0 45,5 18,2
10 +73 10 +10,6 18 +8,2
48 35,1 13,6 13,6
24 +78 19 +73 19 +73
60 21,6 45
29 +6,8 21 +44 i )
>60 15,1
31 +6,2 i ) } )

X + SE 46,1+29 34,7+2,6 238+49

Trung vi 44,0 36,0 16,0
P <0,001

- Thoi gian va ty 1¢ song thém toan bd 12, 24, 36 va 48 thang cua
cac BN chua di can hach nhiéu hon so véi nhg’)m di can hach N1 va di
can hach N1 + N2, su khac biét ¢6 y nghia thong ké voi p<0,001.
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- Thoi gian va ty 1 séng thém khong bénh 12 thang cia cac BN
chua di can hach nhiéu hon so véi BN di cin hach N1 va di can hach
N1 + N2, nhung sy khac biét khong c6 y nghia thong ké (p>0,05).
3.5.2.5. Thoi gian song thém theo kich thuéc khoi u

Bdng 3.6. Thei gian séng thém toan bé theo kich thuéc khoi u.

TGsong | Ty lé séng thém toan bo (%) theo kich thudc khoi u

thém toan <5 cm (n= 59) >5 cm (n= 22)

bo (thang) | S tirvong | X +SE | Sb tir vong X + SE
12 5 915+3,6 6 72,7+95
24 12 79,7+5,2 12 45,5+ 10,6
36 27 54,2 +6,5 13 40,9 + 10,5
48 43 27,1+58 19 136 +7,3
60 48 18,6 +5,1 21 45+44
>60 50 14,4+ 47 - -

X + SE 40,9+2,6 26,2+3,7
(Cl 95%: 35,7- 46,1) (Cl 95%: 18,8- 33,5)
Trung vi 38,0 17,0
<0,01

- Thoi gian va ty 1€ séng thém toan bo 12, 24, 36, 48 va 60 thang
ctia cac BN c¢6 kich thudc khdi u <5 cm cao hon so véi nhém c6 kich
thudc khdi u >5cm, sy khac biét c6 ¥ nghia thdng ké vai p<0,01.

- Ty 18 sdng thém khong bénh 12 thang ciia cac BN ¢6 kich thudc
khdi u <5 cm khong khac biét so v6i nhoém co kich thude khéi u
>5cm (p>0,05).
3.5.2.6. Thoi gian séng thém theo tuéi

Thoi gian va ty 18 séng thém toan bo, sng thém khong bénh 12,
24 thang ciia cac BN <60 tudi cao hon so véi nhém >60 tudi, nhung
su khac biét khong co y nghia thong ké (p>0,05).
3.5.2.7. Thoi gian séng thém theo chi s6 Karnofski

- Thoi gian va ty 1€ séng thém toan bo 36, 48, 60 va >60 thang clia
cac BN c¢6 chi s Karnofski 100% cao hon so v6i nhém cé chi s6
Karnofski 80- 90%, su khac biét c6 ¥ nghia thong ké véi p<0,05.

- Thoi gian va ty 1 séng thém khong bénh cia cac BN co chi s6
Karnofski 100% cao hon so véi nhom c¢6 chi sé Karnofski 80- 90%,
nhung sy khac biét khong c6 ¥ nghia théng ké (p>0,05).
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Bdng 3.7. Thei gian séng thém toan bg theo chi sé Karnofski.

TG song Ty 1€ song thém toan bo (%) theo chi s6 Karnofski

thém toan 80- 90% (n=63) 100% (n=18)

bo (thang) | S6 tir vong X +SE | Sétrvong | X +SE
12 8 87,3+4.2 3 83,3+8,8
24 21 66,7 £ 5,9 -
36 36 429+6,2 4 77,8+98
48 52 175+48 10 444 +£117
60 56 11,1+40 13 27,8+10,6
>60 57 95+37 14 18,5+ 10,3

X + SE 34,5+ 25 46,1+ 5,1
Trung vi 34,0 41,0
<0,05

3.5.2.8. Yéu t6 anh huéng dén thoi gian song thém

Phén tich da bién thay chi s6 Karnofski, kich thudc khdi u va giai
doan bénh Ia nhiing yéu t6 tién luong doc 1ap cua thoi gian séng
thém toan bo (p<0,05- 0,01).

Chwong 4: BAN LUAN

4.1. PAC PIEM NHOM BENH NHAN NGHIEN CUU
4.1.1. Pic diém tudi va giéi

- Qua nghién ctru thiy tudi trung binh cua cac BN 1a 55,8 + 8,3
(28- 72 tudi). Ty 18 BN trén 40 tudi 1a 98,8%. Nhom tudi mic nhidu
nhit 1a 50- 59 tudi (37,0%), tiép theo 1 trén 60 tudi (35,8%) va 40-
49 tudi (25,9%). Két qua nay ciing pht hop v6i nghién ciru cua Lé
Thi Huyén Sam (2012): 58,91+7,39 tudi; Nguyén Viét Ha va cs.
(2013): 58,9 + 6,4 tudi; Cung Vin Cong (2015): 56,8 + 10,7 tudi;
Nguyén Khic Kiém (2016): 56,2 + 8,59 tudi

- Nam gidi chiém ty 16 77,8% nhiéu hon so véi nit gidi (22,2%).
Ty 1€ nam/ntr 1a 3,5/1,0. Nhén xét nay cling phu hop véi nghién ciru
ciia: Nguyén Thi Lé (2012): 5,1/1,0; Lé Thi Huyén Sam (2012):
2,54/1,0; Ta Ba Théng va cs. (2012): 3,48/1,0; Cung Van Cong
(2015): 4,64/1,0 va Nguyén Khéc Kiém (2016): 4,0/1,0.
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4.1.2. Tién sir hit thudc 14

Thude 14 khong nhiing 1a yéu t6 nguy co gdy UTP ma con anh
huong dén tién luong ciing nhu 1am giam hiéu qua cua HT. Qua
nghién ctru thdy phan 1én BN UTP c6 hat thudc 14 (63,0%), trong d6
nam gidi ¢6 hit thude 14 chiém téi 81,0% ciing phu hop voi két qua
nghién ctru ctia nhiéu tac gia.
4.2. PAC PIEM LAM SANG VA CAN LAM SANG UNG THU PHOI
KHONG TE BAO NHO
4.2.1. Dic diém 1am sang

Két qua nghién ctru cac triéu ching co ning thuong gip ciing phu
hop voi két qua caa mot s6 nghién ciru.

Bing 4.1. Tan sudt trigu chirng UTP trong mot so nghién civu.

Tan suét cac tridu ching (%)

Téac gia Ho

bau | Ho A Kho | Sut | Tinh
nguc | khan . thd | can | co
] mau
Bui Chi Viét (2010) 43,5 | 255 | 10,7 6,56

Nguyén V. Long (2010) | 75,5 | 72,0 | 38,0 | 36,0 | 40,7 | 88,0

Nguyén K. Kiém (2016) | 56,4 | 52,8 | 195 | 9.6 | 13,1 | 152

Két qua ng. ciru (2017) | 44,4 | 79,0 | 30,9 | 44,4 | 25,9 | 13,6

4.2.2. Pic diém cac chi ddu khoi u
C6 69,1% BN c6 ndng d6 Cyfra ting; 12,3% BN c¢6 nong d6 SCC
tang va 29,6% BN c6 ndng d6 CEA ting; twong tu nghién ctru cia
Bui Cong Toan: 76% BN c6 CEA>5ng/ml.
4.2.3. Vi tri ton thuwong
Vi tri u phdi tuong tu mot sd két qua nghién ciru khac.
Bing 4.2. Vi tri khéi u trong mot so nghién ciru.

Téc gia Phoi phai (%) | Phoi trai (%)
Ng6 Thé Quén va cs. (2007) 66,7 33,3
Lé Thu Ha (2009) 64,4 35,6
Nguyén Cong Minh (2009) 60,0 40,0
Bui Tri Viét (2010) 63,9 36,1
Ta B4 Thang va cs. (2012) 58,0 42,0
Hoang Thi Huong (2013) 65,0 35,0
Nguyén Khic Kiém (2016) 59,6 40,4
Két qua nghién ciru (2017) 64,2 35,8
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4.2.4. Kich thuéc khéi u

Két qua nghién ctru cho thay ty 1& khdi u ¢6 kich thudc tir 3- 5 cm
(44,4%) va <3 cm (28,4%) ciing tuong tu két qua cia Nguyén Khic
Kiém (2016): kich thudc trung binh ciia khbi u 1a 46,5+ 19,9 mm
(15- 110 mm). Nhimng khéi u & giai doan sém < 30 mm gém T1 va
T2a chiém ty 1& 32,3%, khdi u c6 >30 mm chiém ty 1& cao 67,7%.
Thanh Ngoc Tién (2015) nghién ctru hinh anh CLVT ciia 64 BN UTP
thiy kich thudc khéi u trung binh 4,6 + 2,9 cm.
4.2.5. Hinh anh ton thwong khi ndi soi phé quan

Céc dang t6n thuong gip trén ndi soi la d¢ ép tir ngoai (21,1%), u
16i vao 1ong phé quan (11,8%), tham nhiém st (7,9%) va u chit hep
(2,6%). Piéu nay tuong tu két qua nghién ctru ciia Hoang Thi Huong
(2013) NSPQ ¢ 91 BN UTP >60 tuéi thdy u chit hep chiém ty 1¢ cao
nhit (24,6%), tiép dén 1a tham nhiém sui (17,4%). Cac ton thuong
dugc ghi nhan nhiéu nhét & phan duai ph01 trai (15%) va phan trén
phdi phai (13, ,1%); it gap nhéat & phan gbc & ca 2 phéi (3,3%).
4.2.6. Pic diém mo bénh hoc

Bing 4.3. Phén loai mé hoc ung thw phéi ¢ mét so nghién ciru.

Phéan loai m6 hoc (%)

Téc gia uT UT | UTBM | UTB
BMT | BMV | TBL | T-V
Treat (2010) 48,9 17,8 40 | 293
T6 Kicu Dung (1995) 31,3 29,1 234 | 68
Bui Chi Viét (2010) 54,1 22,1 123 | 115
L& Thi Huyén Sam (2012) | 38,8 22,4 75 | 313
K&t qua nghién ciru (2017) | 59,3 23,5 123 | 49

4.2.7. Giai doan bénh va mirc d9 xam lan
Bdng 4.4. So sanh giai doan lam sang voi mt so nghién ciru.

Tac gia Giai doan
I Il 1A | 11IB v
T6 Kiéu Dung (1995) 5,9 29 65,1 | 10,0
Nguyén Hoai Nam 3,3 41,6 55,1
Bui Chi Viét (2010) 344 | 344 | 31,2
Nguyén Viét Long (2010) 42,0 | 58,0
Két qua nghién ciru (2017) 64,2 | 358
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4.3. PHUONG PHAP DIEU TRI
4.3.1. Phuong phap phau thuit ]
Bdng 4.5. Phwong phap phdu thudt UTP trong mét so nghién ciru.

Phuong phap PT
Tac gia Citthuy | Cat Tham

phoi phdi PTNS | 4o

Chung Giang Pong (2007) 85,4 2,1 3,2 8,5
Bui Chi Viét (2003) 88,7 11,3
Nguyén Thi Lé (2012) 96,6 3,4
Shirvani S. M. (2014) 79,3 16,5
Két qua nghién ctru (2017) | 98,8 1,2

4.3.2. Héa tri bd trg
Bdng 4.6. S0 chu ky diéu tri trong mdt so nghién ciru.

S6 chu ky diéu trj

Tac gia Phac do 3 chuky | 6 chu ky

Lé Thu Ha (2009) Paclitaxel-Carboplatin | 26,7% 73,3%

LéT. H. Sam (2012) | Paclitaxel-Carboplatin 59,7%
Lé& Tuan Anh (2015) | Paclitaxel-Carboplatin 91,7%
Két qua (2017) Cisplatin- Etoposid 25,0 75,0%

4.3.3. Xa tri bo trg

Két qua nghién ctru cho thay ty 1¢ BN dugc xa tri bo trg 1a 13,6%.
Ty 1&¢ BN dugc XT bd trg ¢ giai doan IIIA (31,0%) nhiéu hon giai
doan 1I (3,8%), su khac biét c6 y nghia thong ké v6i p<0,001. Didu
nay twong ty nghién ctu cia Lé Tudn Anh (2015) & cic BN
UTPKTBN giai doan III (IIIA: 56,7%; I1IB: 43,3% giai doan I1IB)
thdy 93,3% nhan du lidu XT 60Gy trong 30 phén liéu.
4.3.4. Chi sb thé trang ciia bénh nhan sau héa xa tri

Két qua nghién ciru cho thy chi s6 KPS= 70% trudc diéu tri 1a
0%, sau diéu trj 1a 17,3%. Chi s6 KPS = 80%-90% trudc diéu tri 1a
77,8%, sau diéu tri 1a 81,5%. Diéu nay tuong tu két qua nghién clru
ctia Nguyén Thi Lé (2012) thiy sau diéu trj c6 ty 1& 1én BN ¢6 chi s6
hoat dong co thé & mirc cao. Nhém PT don thuan c6 75% BN c6 chi
s6 KPS > 90% tang 30% s6 BN so véi trude diéu tri, nhom PT + HT
bd trg hau phau dat 72% s6 BN tang 26%, nhém HT don thuan tang
22% sb BN dat 33,3%.
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4.3.5. Tac dung phu cia phac d6 EP

Két qua nghién ctru cho thiy doc tinh cua phac dd EP & murc do
nhe. Két qua nay tuong tu két qua nghién ctru cia V5 Vian Xuén khi
danh gia tac dung phu cua phac dd EP/XT, doc tinh ha bach cau cua
phéc d6 EP/XT chiém 53,3%; trong d6: Do 1 va 2 12 48,9% va d¢ 3
va 4 12 4,4%. Thiéu mau 64,4% véi ty 18 Hb<12 g/l. Poc tinh gan:
tang men gan (AST va ALT) >40 U/l voi ty 1€ 47,8%. Ddc tinh trén
than: tang Ure mau voi ty 1€ 10,0% va tang Creatinin 1a 15,3%.
4.4. TAI PHAT VA THOI GIAN SONG THEM
4.4.1. Ty Ié tai phat

Qua nghién ctru thy Thoi gian tai phat trung binh 14 27,9 + 14,2
thang [Trung vi: 29,0 thang]. Ty 1¢ di cin nhiéu nhat 13 di cin ndo
(34,6%), tiép dén 1a phoi (17,3%), gan (2,5%), xuong (4,9%), ndo va
xuong (2,5%), phdi va xuong (6,2%). Ty 1& di cin trong nghién ciru
nay tuong ty nghién ciu cia Son C. va cs. (2013) & 632 BN
UTPKPTBN thdy 12,8% c6 di can. Trong do, 33 BN (40,8%) co di
can sdm >6 thang trudc khi chan doan UTP; 18 BN (22,2%) dugc
chan doan di can dong thoi véi UTP (6 thang truéc hodc sau chan
doan UTPKPTBN) va 30 BN (37,0%) dugc chan doan di cin mudn
(sau 6 thang chan doan UTPKPTBN). Khéi di cin thir hai thuong
xay ra sau 2- 5 nam (39,4% & nhom di can som va 36,7% ¢ nhom di
cdn mudn). Di cin dau tién thuong 13 ung thu da day (25,0%), tiép
theo 14 ung thu dai tryc trang (19,0%) va tuyén giap (10,7%).
4.4.2. Thoi gian séng thém toan b va song thém khong bénh

Ty 1é song thém toan bd ctia cic BN UTPKTBN trong 1 nim va 3
nam cua chung toi tuong tu cac nghién ctru khac.

Bing 4.7. Ty I¢ song thém toan bj ciia BN UTPKTBN.

% song thém toan bo
Tac gia 1 2 3 5
nam | ndm | nam | nam
Cu Xuan Thanh (2002) (I- 111) 54,4 | 45,6
Lé& Sy Sam (2007) (giai doan I1IA) 77,4 | 60,8 | 44,2
Nguyén Thi Lé (2012) | PT don thuan | 87,5 | 8,4
(giai doan I- I11) PT+ HT b6 trg | 90,6 | 17,8
HT don thuan | 59,4 0
Nguyén Khic Kiém (2016) (I- 111A) 89,0 | 73,0 | 67,0
Két qua nghién ciru (2017) (11, 111A) 86,4 | 70,4 | 50,6 | 14,8
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4.5. CAC YEU TO LIEN QUAN PEN THOI GIAN SONG THEM
4.5.1. Thoi gian séng thém theo giai doan bénh

Qua nghién ciru thiy thoi gian va ty 1& song thém toan bo 12, 24,
36 va 48 thang cia BN UTPKTBN giai doan Il cao hon so vodi giai
doan IIIA, su khac biét c6 y nghia théng ké véi p<0,001. Thoi gian
va ty 1é séng thém khong bénh 12 thang ctia cac BN UTPKTBN giai
doan II cao hon so voi cac BN giai doan IIIA nhung sy khac biét
khong c6 ¥ nghia théng ké (p>0,05).

Diéu nay twong tu nghién ciru cia Strand T. E. va cs. (2006) ¢
3.211 BN UTP da PT (1993- 1999) thay ty 18 song toan bd 5 nam la
46,4% (giai doan I: 58,4%; giai doan II: 28,4%; giai doan Illa:
15,1%; IIb: 24,1% va giai doan IV la 21,1%). Liang W. va cs.
(2013) nghién ctru 5853 BN UTPKTBN giai doan I- III thiy ty 1¢
song toan bd 5 nim 1a 81,9% & giai doan IA, 71,6% & giai doan IB,
55,0% & giai doan IIA, 45,2% ¢ giai doan IIB, 34,9% ¢ giai doan
IITIA va 23,3% ¢ giai doan IIIB (p<0,001).

4.5.2. Thoi gian séng thém theo mé bénh hoc
Bing 4.8. Ty I¢ song thém toan b 3 nim theo mé bénh hoc

Tac gia M6 bénh hoc
UTBMT | UTBMV | UTBMTBL
Cu Xuan Thanh (2002) 61,3 36,0 54,5
Nguyén Khic Kiém (2016) 71,0 61,0 67,0
Két qua nghién ciru 54,2 47 4 50,0

4.5.3. Thoi gian séng thém theo cac ching hach di cin

Qua nghién ciru thiy thoi gian va ty 16 sbng thém toan bo 12, 24,
36 va 48 thang ctia cac BN chua di cin hach nhiéu hon so v6i nhom
di can hach N1 va di can hach N1 + N2, sy khac biét c6 y nghia
thong ké voi p<0,001. Thoi gian va ty 18 séng thém khong bénh 12
thang ctia cac BN chua di can hach nhiéu hon so v6i BN di can hach
NI va di cén hach N1 + N2, nhung su khac biét khong c6 y nghia
thong ké (p>0,05). Két qua nay tuong tu két qua nghién ciru cua L&
Sy Sam va cs. (2007) hoi ctru cac BN UTP duge PT cét phoi thdy
nhom hoan toan khong c6 di can hach (30 BN) va nhom c6 di can
hach khéong phéan biét hach N1 hay hach N2 (50 BN) ¢6 ty 1¢ song 1
nam 1an luot 1a 88,6% va 70,5%:; séng 2 nam la 72,4% va 52,8%.
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Kiém dinh vé bién s di cin hach c6 p = 0,03 va p = 0,019. Zhang Z.
va cs. (2016) phén tich da bién thiy nam gidi (p= 0.020), triéu ching
lam sang (p= 0,017), va di can hach bach huyét (p<0,001) 13 nhiing
yéu t6 dy doan doc lap.
4.5.4. Thoi gian séng thém theo kich thuéc khdi u

Qua nghién ciru thdy thoi gian va ty 1¢ song thém toan bo 12, 24,
36, 48 va 60 thang ciia cac BN co kich thudce khdi u <5 cm cao hon
so v&i nhom co kich thude khdi u >5c¢m, sy khac biét ¢ y nghia
thdng ké v6i p<0,01. Ty 18 séng thém khong bénh 12 thang ciia cac
BN c¢6 kich thudc khdi u <5 cm khong khéc biét so véi nhém co kich
thudc khbi u >5cm (p>0,05). Piéu nay phu hop voi nhin xét cua Lé
Sy Sam va cs. (2007): nghién ciru 117 BN UTP dugce PT cit phoi
thdy kha ning séng 1 nim giam dan khi kich thuéc khdi u ting dan.
So sanh hai loai kich thudc u <30mm va >30 mm ciing thdy mdi lién
quan giita kich thudc u va ty 18 séng 1a khong chat ché (LogRank
p= 0,691). Zhang Y. va cs. (2016) nghién cuu 2.260 BN
UTPKTBN (NOMO) thay kich thudc khéi u ¢6 lién quan dén ty 18
séng toan bo 5 nam: kich thuéc khdi u & Tla (0-10 mm), T1b (11-
20 mm), T1lc (21- 30 mm), T2a (31- 40 mm), T2b (41-50 mm), T3
(51- 70 Mm), va T4 (>70 mm) lan luot 1a 77,8%, 74,1%, 68,2%,
64,5%, 58,7%, 53,2% va 57,3%.
4.5.5. Thoi gian séng thém theo tudi

Két qua nghién ctru cho thiy thoi gian va ty 16 sbng thém toan bo,
song thém khong bénh cua cac BN <60 tudi cao hon so v6i nhom
>60 tudi, nhung su khac biét khong co y nghia théng ké (p>0,05).
Diéu niy ciing twong tu nghién ciru cia Gao Y. va cs. (2015) ¢ 165
BN UTPKTBN (giai doan IIIA-IIIB) HXT dong thoi hodc XT thiy ty
1&¢ HXT déng thoi & nhom >70 tudi (34/73) khong khac biét so N
nhom <70 tudi (47/92), (p>0, 05). Ty 1€ UTBMT ¢ nhom <70 tu01
nhiéu hon so v6i nhém =70 tudi. Ty 16 UTBMV & nhém >70 tudi
nhleu hon nhém <70 tudi (p<0,05). Theo ddi 20,5 thang thy ty 18
song toan bo 1 nam dbi v6i nhom >70 tudi va <70 tudi 1a 49,3% va
40,2% (p=0,243). Ty 1¢ song toan bd hai nam 1a 20,5% va 16,3% (p=
0,483). Ty 1€ song toan bd 3 ndm la 9,6% va 9,8% (p= 0,967). Phan
tich don bién khong thiy co su khac biét giita hai nhom vé ty 18 sdng
toan bg va ddc tinh lién quan dén HXT (p>0,05). Tudi khong phai 1a
yéu t6 nguy co 1am ting ty 18 tr vong & BN UTPKTBN.
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4.5.6. Thoi gian séng thém theo chi sﬁ Karnofski
Bdng 4.9. Lién quan chi so toan trang véi ty 1¢
va thei gian song thém

Chi s6 Song thém toan b
Tac gia KPS | Tylésong 1 | Thoi gian song p
(%) nam (%) (thang)
Lé Thi Huyén <80 0 8,1 <0.01
Sam (2012) >80 41,9 12,5 '
Pham Van Thai | <80 47,3 11,1
(2015) >80 73,1 22,6 <0,001
Két qua nghién | 80-90 | 87,3+4,2 345+ 25 <005
ciru (2017) 100 | 833+88 46,1+ 5,1 ’
KET LUAN

Qua phan tich va theo ddi 81 bénh nhan ung thu phdi khong té
bao nho giai doan II va IITA duoc phau thuat triét cin va hoa xa tri bd
tro sau ph?lu thuat, chung t6i c6 mot s6 két luan sau:

1. Pic diém 1am sang, cin 1am sang ung thu phéi khong té bao
nho giai doan II va IITIA

- Tubi trung binh ciia cac bénh nhan 55,8 + 8,3 (28- 72 tudi). Ty 1&
nam/ntr 1a 3,5/1,0. Cac triéu chiing co nang thuong gip la ho khac
dom (84,0%), ho khan kéo dai (79,0%), dau nguc (44,4%), kho thd
(44,4%), ho ra mau (30,9%), sut can (25,9%) va mét moi (23,5%)

- Chup cét 16p vi tinh thdy u 15 (100%); 60,5% thiy hach trung thét,
ton thuong dong dic nhu mo, xAm nhap thanh nguc va xep phdi chiém ty
16 thip (1,2%- 2,5%). Kich thudc khéi u trung binh 13 4,7 + 1,6 cm (2,3-
10,0 cm). Kich thuée khdi u tir 3- <5 chiém ty 1& cao (44,4%), tiép dén 1a
<3 cm (28,4%); 5- <7 cm (21,0%) va >7 cm (6,2%).

- Ty 18 u phoi phai (64,2%) nhiéu hon so véi phdi trai (35,8%).
Giai doan II chiém ty 1& 64,2% va giai doan IIIA chiém ty 1& 35,8%.

- Ung thu biéu mé tuyén chiém ty 18 cao nhat (59,3%), tiép dén la
ung thu biéu mé vay (23,5%), ung thu t& bao 16n (12,3%) va ung thu
biéu md tuyén- vay (4,9%).

2. Két qua diéu tri ung thu phdi khong té bao nhé giai doan 11 va
I11A bing phiu thuit triét ciin va hoéa xa tri b tre sau phiu thuat.

- Ty 1& séng thém toan b 12, 24, 36, 48, 60 va >60 thang la
86,4%; 70,4%; 50,6%; 23,5%; 14,8% va 11,5%. Ty 1& séng thém
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khong bénh 12, 24 va 36 thang 1a 33,2%; 31,7% va 29,9%. Thoi gian
song thém toan bd trung binh 1a 37,1 + 2,3 thang [trung vi: 37,0
thang] va thoi gian séng thém khong bénh trung binh 14 27,1 + 3,9,
[trung vi: 6,0 thang].

- Giai doan bénh, kich thuéc khdi u, di cdn hach va chi so
Karnofski 1a nhitng yéu t tién luong vé6i thoi gian sdng thém toan bo
(p<0,05- 0,001).

+ Thoi gian va ty 1€ séng thém toan bo 12, 24, 36, 48 thang cua
nhém ung thu phdi giai doan II (44,8 + 2,3 thang va 98,1%; 88,5%;
71,2%; 30,8%) nhiéu hon so v6i giai doan Illa (23,3 + 3,8 thang va
65,5%; 37,9%; 13,8%; 10,3%), p<0,001.

+ Thoi gian va ty 1€ séng thém toan bo 12, 24, 36, 48, 60 thang
ctia nhom co kich thude khéi u <5 cm (40,9 + 2,6 thang va 91,5%;
79,7%; 54,2%; 27,1%; 18,6%) nhiéu hon so v&i nhom c6 kich thude
khéi u >5cm (26,2 + 3,7 thang va 72,7%; 45,5%; 40,9%; 13,6%:;
4,5%), p<0,01.

+ Thoi gian va ty 1& song thém toan bd 12, 24, 36 va 48 thang cia
nhém chua di can hach (46,1 + 2,9 thang va 97,3%; 83,8%;
73,0%:35,1%) nhiéu hon so v&i nhém di can hach N1 (34,7 £ 2,6
thang va 95,5%; 86,4%; 45,5%:13,6%) va di can hach N1 + N2 (23,8
+ 4,9 thang va 59,1%; 31,8%; 18,2%; 13,6%), su khac biét c6 y nghia
thdng ké voi p<0,001.

+ Thoi gian va ty 18 sdng thém toan bd 36, 48, 60 va >60 thang
cia nhom co6 chi sé Karnofski 100% (46,1+ 5,1 thang va 77,8%:;
44,4%:; 27,8%; 18,5%) cao hon so voi nhom c6 chi s6 Karnofski 80-
90% (34,5+ 2,5 thang va 42,9%; 17,5%; 11,1%; 9,5%).

KIEN NGHI

1. Can phat hién sém, chan doan sém khi bénh con & giai doan
khu tra.

2. Ap dung cac phuong tién chin doan hinh anh dé chan doan
chinh xac giai doan ung thu phdi.

3. Nén diéu tri phéi hop phau thuat triét can va hoa xa tri bd tro
sau phau thuat d6i voi UTPKTBN giai doan IT va ITIA.
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PREFACE

1. Justification for topic selection:

Lung cancer is the top cancer disease in the world, and the leading
cause of cancer deaths, especially in male patients. Based on the
histopathological features, lung cancer is divided into two main groups:
non-small cell lung cancer and small cell lung cancer, in which non-
small cell lung cancer accounts for 80-85%.

There are various clinical manifestations of lung cancer, but the
early stages of lung cancer often evolve silently and secretly. As clinical
manifestations appear, most of patients are at advanced stage. Hence, the
majority of patients are hospitalized at the stage impossible for surgery,
which significantly affects the prognosis and treatment results. According
to Zappa C. et al. (2016), more than half of lung cancer patients died in the
first year after diagnosis, and rate of the overall 5-year survival was <18%.
In additional, Moumtzi D. et al. (2016) found that about 60% of non-small
cell lung cancer patients were diagnosed at advanced stage.

Treatment classically includes surgery where the tumor is localized,
chemotherapy for patients with metastases, and radiotherapy to prevent
tumor development in cases where surgery is impossible. The primary
method of treatment for lung cancer patients at advanced stage is a
combination of chemotherapy and radiotherapy, which results in better
outcomes than chemotherapy alone. Currently, treatments for non-small
cell lung cancer are multi-paradigm, combining surgery, radiation and
chemotherapy. For patients who are eligible for surgery (performance
status, heart disease, cardiovascular disease, liver failure, kidney failure,
etc. At stages Il or IV or patients who do not agree to have surgery),
surgery is the primary method. Radiation, and chemotherapy can be
complementary treatments before or after surgery.

Combination of complementary radiotherapy after lung cancer
surgery has been widely applied in K Hospital (Vietnam National
Cancer Hospital) as well as cancer centers around the world. In
Vietnam, there are not many studies on the results of such method.

2. Objectives of the thesis:

1. Describe the clinical and histopathological features of non-

small cell lung cancer.

2. Evaluate treatment results of non-small cell lung cancer at

stages Il and I1IA with combination of radical surgery and
post-operative complementary chemo-radiotherapy.



3. Contributions of the thesis:

Studying 81 patients with non-small cell lung cancer at stages Il and
I11A found that adenocarcinoma accounted for the highest rate (59.3%),
followed by squamous cell carcinoma (23.5%), Large cell carcinomas
(12.3%) and adenocarcinomas (4.9%).

Radical surgery and post-operative complementary chemo-
radiotherapy have prolonged patients’ life. The rates of overall survival
of 12, 24, 36, 48, 60 and >60 months are 86.4%, 70.4%, 50.6%, 23.5%,
14.8% and 11.5%, respectively. The rates of 12, 24 and 36-month
progression-free survival are 33.2%, 31.7% and 29.9%, respectively.
Overall survival period is 37.1 + 2.3 months [median: 37.0 months] and
progression-free survival period is 27.1 = 3.9 months [median: 6.0
months], on average. Factors of disease stage, tumor size, lymph node
metastasis and Karnofski index are prognostic factors related to overall
survival.
4.Structure of the Thesis:

Thesis consists of 137 pages, with 4 main chapters including
Preface: 2 pages; Chapter 1 (Overview): 36 pages; Chapter 2 (Subjects
and Methodology): 17 pages; Chapter 3 (Study Results): 41 pages;
Chapter 4 (Discussion): 38 pages; Conclusions and Recommendations:
3 pages.

The thesis has 58 tables, 16 graphs, 1 diagram, 140 references (60
documents in Vietnamese, and 80 documents in English).

Chapter 1: OVERVIEW

1.1. EPIDEMIOLOGY AND RISK FACTORS RELATED TO LUNG
CANCER
1.1.1. Epidemiology of lung cancer in the world and in Vietnam

Every year, there are about 11 million new cases of cancer in the
world. The world top cancer disease in men is lung cancer (LC),
stomach, colon-rectum, prostate, liver. While cancer diseases in females
are breast, colorectal, cervix, stomach and lung.

Lee J.G. et al. (2012) studied 2,076 patients with non-small cell lung
cancer (1990- 2009) and found out that the percentage of female
patients, adenocarcinomas, cancer at stage I, and rates of lobectomy
increased; while the proportion of male patients, squamous cell
carcinoma (SCC), cancer at stage I11A and the rate of patients with lung
removal decreased. The overall 5-year survival increased from 31.9%
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(1990-1994) to 43.6% (1995-1999), 51.3% (2000-2004) and 69.7%
(2005- 2009) (p<0.001).

In Vietnam, according to cancer records, men with lung cancer have
the highest rates in Hanoi and second in Ho Chi Minh City. The
incidence of lung cancer among women in Hanoi is lower than in Ho
Chi Minh City.

1.1.2. Risk factors related to lung cancer (LC)

- Cigarettes: 90% of LC patients smoke cigarettes.

- Age: In both sexes, the incidence of LC begins to increase in the
age group of 40. Most LC patients are diagnosed at the ages of 35 to 75,
with the peak between the ages of 55 and 65.

- Gender: male/female ratio is about 6:1. However, the incidence of
LC in men is on the downward trend, while that of women tends to
increase.

- Non-cigarette related carcinogens are referred to as arsenic,
asbestos, chloromethyl methyl ether ...

- Chronic lung diseases: calcific nodules, old scars, tuberculosis,
chronic bronchitis with epidermal dysplasia.

- Genes: Transformed genes are p53 and many other genes like
KRAS, EGFR, Her2/NEU, etc...

1.2. CLINICAL FEATURES OF LUNG CANCER
1.2.1. Preclinical stage

The preclinical stage usually lasts two thirds of the disease time.
Approximately 5-15% of patients are diagnosed during this stage due to
routine health checkup or due to another illness.

1.2.2. Clinical stage

Clinical manifestations of lung cancer are divided into three main
groups:

- Respiratory symptoms: cough, chest pain, dyspnea, acute
bronchiolitis syndrome...

- Systemic symptoms: systemic symptoms (fatigue, fever, anorexia,
unexplained weight loss) and parietal syndrome (Cushing's syndrome,
hypercalcaemia, Pierre-Marie syndrome ...).

- Symptoms of cancer with localized spread and distant metastasis:
Pneural effusion, Pericardial effusion; pressure on the upper vena cava,
pressure on nerves ...

1.3. SUBCLINICAL CHARACTERISTICS OF LUNG CANCER
1.3.1. Diagnostic imaging techniques

Diagnostic imaging techniques include routine X-ray pulmonary

tuberculosis, computerized tomography, contrast-enhanced
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bronchodilator, magnetic resonance imaging, Positron emission
tomography (PET) and FDG PET, Bronchoscopy, thoracic chest biopsy,
endoscopic endoscopy and chest endoscopy.

1.3.2. Biological indicators test

There are 3 major tumor markers: Cyfra 21-1 is the best indicator for
diagnostic evaluation of non-small cell lung cancer, CEA is responsible
for supplementing information for Cyfra 21-1 to diagnose
adenocarcinoma, Squamous cell carcinoma (SCC) is to supplement for
Cyfra 21-1 in diagnosing Squamous cell carcinoma.

1.3.3. Diagnosis of cells and histopathology

Cytological diagnosis is a simple method of diagnosing lung cancer,
but less valuable because it does not provide histopathological
classification. Diagnosing histopathology is a golden standard in
diagnosis of lung cancer, also serves as the base to predict disease and
determine the most effective treatment.

1.3.4. Periodical diagnosis according to TNM (Tumor Node
Metastasis)

Survival rate is closely related to the stage of cancer. The more
accurately the staging of cancer is based on the TNM classification
system, the more effective the method of treatment is, the better the
survival rate is.

1.4. LUNG CANCER TREATMENT METHODS
1.4.1. Treatments for lung cancer by disease stage

At the early stage (I, Il) and early stage of the 1A (T3N1): lymph
node dissection is the optimal treatment for the correct stage.
Intraperitoneal delivery is always the selected method when tumors are
present in the lungs.

1.4.2. Surgical treatment for lung cancer

Surgical methods in LC include typical lung excision (lobectomy or
lung biopsy and whole lung excision); Atypical excision (limited
removal, mesothelioma) and extensive excision in LC (removal of
cutaneous parenchymal tumors and invasive structures). Thorough
lymphadenectomy is the removal of all nodes and organizing fat around
the lymph nodes.

1.4.3. Chemotherapy after lung cancer surgery

Non-small cell lung cancer (NSCLC) after radical surgery has a
higher rate of metastasis than on-site relapse. Brain metastases are the
most common, followed by bone metastases, lungs, liver, adrenal
glands. After radical surgery, the survival rate for the first 5 years is 56-
67% at stage I, 37-55% at stage Il, and 13% at stage IlIA.
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Chemotherapy is applied to improve patient’s survival. Some factors
that affect the response to chemotherapy and survival are the
performance status, clinical stage, metastatic location ...

1.4.4. Radiation therapy after lung cancer surgery

Radiation therapy is considered the standard treatment for non-
surgical NSCLC, but the results are limited. As with surgery, radiation
therapy is the local control of tumors. Studies on preoperative
radiotherapy showed that survival rate was not significantly higher than
those with surgery alone, while it caused local fibrosis, making it
difficult to perform surgery. Post-operative radiotherapy helps to
control tumors locally but does not increase survival in patients with
lung excision. Radiation therapy reduces symptoms and metastases to
bone and brain.

1.4.5. Combination of multiple methods in the treatment of lung
cancer

- Pre-operative chemotherapy and radiotherapy:

Tang C. et al. (2017) studied 370 NSCLC patients (97 preoperative
chemotherapy patients and 273 non-preoperative chemotherapy
patients) and 12.7-month follow-up (2-36 months) showed rates of
relapses and metastases were 63.92% (62/97 patients) and 94.87%
(259/273 patients) (p <0.05); the average progression-free survival were
19.46 months and 11.34 months (p<0.001). The authors suggested that
preoperative chemotherapy may improve progression-free survival but
not increase postoperative complications.

- Post-operative chemotherapy and radiotherapy

According to Nguyen Cong Minh (2009), with combination of
postoperative chemotherapy and/or radiotherapy, the results showed
that survival rates in the first 5 years of survival were 39% and 53% at
stages I and 11, respectively, and at stage 111 from 0% to 2%.

Nguyen Thi Le (2012) found that after treatment, major percentage
of patients had high levels of performance status. The surgical groups
alone had 75% of patients with a KPS index >90%, an increase of 30%
compared to pre-treatment, followed by post-operative chemotherapy
(72%), an increase of 26%, the chemotherapy group achieved 33.3% of
the patients, an increase of 22%. The lung cancer patients who received
postoperative chemotherapy had better survival rate than either mere
surgery or chemotherapy alone. In particular, the group receiving
postoperative chemotherapy had the highest survival rate after the
follow-up period.
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Berry M. F. et al. (2015) studied 2,781 NSCLC patients >65 years of
age who survived at least 31 days after surgery (postoperative
chemotherapy: 784 patients = 28.2%). Postoperative support (35.8% CI
95%: 31.9- 39.6) was higher than non-chemotherapy (28.0%: Cl 95%);
25.9-30.0), (p= 0.008). Cox regression analysis showed that
complementary chemotherapy was a high survival factor predictor with
HR =0.84 (Cl 95%: 0.76- 0.92; p= 0.0002).

The study by Moumtzi D. (2016) showed that factors related to
progression-free survival and overall survival in NSCLC patients were
weight loss >5%, Histopathology type, use of one drug, a combination
of group of drugs, one cycle of radiation therapy. Radiotherapy increased
the progression-free survival and overall survival at stage 1B (p=0.002)
and IV (p<0.001). The distant metastases in patients at stage IV did not
affect overall survival and progression-free survival. Patients treated with
platinum and taxan had a longer progression-free life, with a higher overall
survival rate than those without platinum (p < 0.001). Patients were
combined 3 chemicals with a total survival time (682.06 = 34.9 months)
(p= 0.023) and progression-free survival (434.93 + 26.93 months) (p=
0.012). It is longer than patients who use less than three chemicals.

Chapter 2: SUBJECTS AND METHODOLOGY

2.1. STUDY SUBJECTS

Patients with NSCLC at stages Il and IlIA were treated at K
Hospital from January 2009 to October 2015 (total 81 patients).

2.2. METHODOLOGY
2.2.1. Study design and sample size:

- Study design: prospective study of clinical intervention.

- Sample size: Defined according to the formula below:

O
n=272: . I—.,
(1=cx ) d A

- n: sample size

- Za/2: Select the Z factor of confidence is 95%, respectively Z1- o/2
= 1.96 with a.=0,05).

- p: According to Nguyen Thi Le (2012), total survival after 1 year
of surgery + complementary chemotherapy in NSCLC patients was
94.4%, so p= 0.9 is selected.

-g=1-p=0,11.
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- d: The expected variance of the variability of the results is not so
high; d = 7% is selected

The formula to calculate the sample size on the theoretical sample
size is applied with n = 71. Practical study of 81 patients.

2.2.2. Study process
2.2.2.1. Clinical examination

Patients were examined and recorded in a unified study format.
2.2.2.2. Laboratory test

- Diagnostic imaging: routine chest X-ray, computerized tomography
(CT), MRI, abdominal ultrasound ... ...

- Bronchoscopy-biopsy.

- Diagnosis of cytology.

- Hematological and biochemical tests.

- Histopathological Diagnosis: Based on the histopathological
classification in 1999 of the International Association for the Study of
Lung Cancer-IASLC, agreed by UICC and WHO, to classify
histopathology of small cell lung cancer..
2.2.2.3. Preparation for patients for surgery

- Endoscopic tracheal anesthesia (Robert Shaw tube or Carlens tube)
to completely obliterate the injured lung.

- Patient posture: lying 90 ° inclined toward the side of the lungs,
kneecap a pillow curled under the shoulder blade, the lung side of the
injured arm raised to the end of the suspension into a support to widen
the lateral ribs for intervention.
2.2.2.4. Surgery and lymphadenectomy techniques

- Thoracotomy classic opening cut is rear side at chest cavity
through the slit of ribs 5- 6 .

- Laparoscopic  lumbar or lungectomy with regional
lymphadenectomy.
2.2.2.5. Post-surgical treatment of clinical specimens

The specimens consisted of tumors and lymph nodes fixed in Formol
10%, Farafin cast, Hematoxyclin and Eosin (HE) staining as specimen.
In some cases, it is difficult to determine the histopathological type,
stain Immunohistochemistry for accurate diagnosis. WHO 1999
Classification of samples.
2.2.2.6. Complementary chemotherapy and radiotherapy

- With patients at stage 1A (T2b,NO)

+ The cut surface has no cancer cells (RO) : Complementary
chemotherapy
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+ The cut surface has cancer cells (R1, R2) : Radiation +
complementary chemotherapy

- With patients at stage I1A (T1lab-T2a, N1), 1IB (T3,NO; T2b,N1)

+ The cut surface has no cancer cells (RO) : Complementary
chemotherapy; when nodes the shell: chemical + radiation

+ The cut surface has cancer cells (R1, R2) : Chemotherapy-
radiation therapy (sequentially or simultaneously).

- With patients at stage I11A (T1-3,N2; T3N1)

+ The cut surface has no cancer cells (RO) : Complementary
chemotherapy, or Chemotherapy-radiation therapy at N2

+ The cut surface has cancer cells (R1, R2) : Chemotherapy-
radiation therapy, simultaneously.
2.2.2.7. Evaluation of treatment results

Re-examine every 3 months during the first year and 6 months for
the next year.

2.2.3. Study indicators
* Characteristics of patients studied

- Characteristics of age, gender, history of smoking addiction.

- The clinical symptoms include: chest pain, prolonged dry cough,
hemoptysis, dyspnea, weight loss, mild fever ...

- Distribution of disease stages: stages Il, l11A.

- Performance status.

* Characteristics of injuries include

- Position injury: lung lobe, right, left.

- Tumor size.

- Invasive level of tumor.

- Determination of regional nodal metastases.

* Post-operative histopathological features: Histopathologic types and
relations with relapse.
* Treatments:

- Surgical methods: lobectomy; removal of a lung.

- Complementary chemotherapy.

- Complementary radiotherapy.

* Treatment results:

- Surgical complications: uncomplicated; Bleeding, re-surgery;
Muzzles bronchitis; Infection of the incision, pneumonia; Respiratory
failure to mechanical ventilation; re-surgery; Death in the first 24 hours
or death in the first month.

- Rates of survival, death, relapse, metastasis.



* Survival

- Overall survival (OS) and Progression-free survival (PFS) at the
times of 12, 24, 36, 48, 60 and >60 months

- Overall survival and Progression-free survival by age group (<60
years old and >60 years old).

- Overall survival and Progression-free survival by disease stages (1l
and I11A).

- Overall survival and Progression-free survival by Histopathological types.

- Overall survival and Progression-free survival by tumor size.

- Overall survival and Progression-free survival by stages of Nodal
metastases.

- Overall survival and Progression-free survival by Perfomance
Status.

- Single and multi-variable analysis of factors that affect the overall
survival and progression-free survival.

2.2.4. Data processing

- Method of Information collection:

+ Direct examination of patients upon their routine checkups.

+ Making phone calls to talk directly with patients or their families.

+ Writing letters to find out the results of treatment, using sample format.

- Study data is encrypted, analyzed and processed on a computer
using software SPSS 22.0.

- Comparison of ratios, average values with test y2 are statistically
significant with p<0,05.

- Analysis of survival according to Kaplan — Meier:

- Analysis of factors affecting survival: Single-variable analysis by
Log-rank test. Multi-variable analysis: Cox regression with reliability of
95% (p = 0,05).

2.2.5. Study ethics

Treatment regimen in the study have been tested in clinical trials in
many research centers around the world and are widely applied.
Information about the patient's condition and other personal information
is kept secret at the request of the patient.

Chapter 3: STUDY RESULTS

3.1. CHARACTERISTICS OF THE PATIENT STUDIED
3.1.1. Age and gender

- The average age of the patients was 55.8 + 8.3 (the youngest was
28 and the oldest was 72).

- Male/female ratio is 3.5/1.0
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3.1.2. Patient history related to lung cancer

The majority of lung cancer patients smoke (63.0%), of which
81.0% of smokers are male.

9.9% of patients had a history of chronic lung disease.

3.2. CLINICAL AND SUBCLINICAL FEATURES OF NON-SMALL
CELL LUNG CANCER
3.2.1. Clinical features of non-small cell lung cancer

- The most common functional symptoms were cough sputum
(84.0%), long dry cough (79.0%), chest pain (44.4%), Dyspnea
(44.4%), then symptoms of Hemoptysis (30.9%), weight loss (25.9%)
and fatigue (23.5%).

- Symptoms at low percentage were shoulder-arm pain (12.3%),
paranoid syndrome (8.6%) and prolonged fever (2.5%).

- The percentage of patients with no symptoms was 13.6%.

- Most patients have a KPS of 90% (64.2%).

3.2.2. Sub-clinical features of non-small cell lung cancer

* Tests for tumor makers

- Concentration of Cyfra; 69.1% of patients had increased Cyfra levels.

- Concentration of SCC: 12.3% of patients had increased SCC levels.

- Concentration of CEA: 29.6% of patients had increased CEA
levels.

* Diagnostic imaging

- Lung X-ray showed 100% of patients with detected tumors; blurred
crowd in mediastinum, umbilical lung (69.1%) and 1 patient (1.2%)
with atelectasis.

- Location of the tumor on CT: proportion of patients with right lung
tumors was 64.2% (upper lobe 25.9%; middle lobes 12.3% and lower
lobe 25.9%, respectively), which was higher than the left lung 38.5%
(upper lobe 21.0%; lower lobe 14.8%, respectively).

- The average tumor size is 4.7 £ 1.6 cm (2.3-10.0cm). The tumor
size of 3- < 5cm accounts for a high proportion (44.4%), followed by
<3cm (28.4%); 5-7cm (21.0%) and >7cm (6.2%)

3.2.3. Image of lesions through bronchoscopy

- 63.2% of patients had normal colonoscopy images.

- The types of lesions encountered in endoscopy were external
compression (21.1%), bronchial congestion (11.8%), infiltration (7.9%),
and tumor stricture (2.6%).

3.2.4. Histopathological features

Adenocarcinoma accounted for the highest rate (59.3%), followed by

SCC (23.5%), LCC (12.3%) and adeno-squamous cell carcinoma (4.9%).
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Table 3.1. Histopathology results.

Classification of histophathology b ayeun%bg:ogl) F(Q;;)e
Adenocarcinoma (AC) 48 59.3
Squamous cell carcinoma (SCC) 19 23.5
Large cell carcinoma (LCC) 10 12.3

Adeno-squamous cell carcinoma (ASCC) 4 4.9

- Rate of LCC is highest in the left lobes (40%) and lowest in the
right lobes (10.0%).

- ASCC: 2 out of 4 cases in the right lung lobes.

- AC is high in lower right lung lobes (31.3%) and upper right lung
lobes (29.2%).

- SCC accounts for a high proportion of upper left lung lobes
(36.8%).

Relations to types of lung cancer and lung lobes are statistically
significant with p<0,05.

3.2.5. Disease stages

Stage Il accounted for 64.2% and Stage I11A accounted for 35.8%.
3.3. METHODS OF TREATMENT
3.3.1. Surgery

- Most of the cases are lobectomy (98.8%); 1 out of 81 cases are
removal of left lungs (1.2%).

- Majority of lymphadenectomy are diphtheria nodal number 10
(100.0%), and number 7 (50.6%). Other nodal numbers account for low
percentage (2.5%- 19.8%).

- 30.9% of patients are N1 lymphadenectomy, and the other 69.1%
are N1-and-N2 lymphadenectomy.

Table 3.2. Nodal metastases.

Disease stage Total
Il (n=52) A (n=29) (n=81)
Nodal Number Number
metastases of I?;;[)e of I?;;)e Nu;nﬁgﬁi:f Rate (%)
patients patients P
Not
metastasized 36 69.2 1 3.4 37 45.6
Node N1 16 30.8 6 20.7 22 27.2
Nodes N1+N2 0 0 22 75.9 22 27.2
p<0.001
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There were 45.6% of patients with nodal metastases; 27.2% of
patients with metastasized N1, and 27.2% of patients with metastasized
N1 and N2. The percentage of patients with nodal metastases in the
NSCLC stage A (96.6%) was higher than in the stage Il (30.8%).
Such difference is statistically significant with p <0.001.

3.3.2. Chemotherapy and radiation therapy

- Number of cycles of chemotherapy in patients with NSCLC: Most
patients received 6 cycles of complementary chemotherapy (76.5%);
There were 23.5% of patients receiving 3-4 cycles of complementary
chemotherapy. The percentage of patients treated with 6 cycles of
complementary chemotherapy (82.7%) in Stage Il was higher than that
in Stage I1A (65.5%), but the difference was not statistically significant
(p> 0,05).

- Radiation therapy in patients with NSCLC: The proportion of
patients receiving complementary radiotherapy was 13.6%. The
percentage of patients receiving complementary radiotherapy in satge
1A (31.0%) was higher than in stage Il (3.8%), the difference was
statistically significant at p <0.001.

- pre-treatment and post-treatment performance status: KPS= 70%
before treatment was 0%, after treatment was 17.3%. KPS= 80%-90%
before treatment was 77.8%, after treatment was 81.5%. KPS= 100%
before treatment was 22.2%, after treatment was 1.2%, respectively.
3.3.2. Side effects of EP regimen

- Hematopoietic toxicity: 8.6% of lymphopenia (mainly grade 1:
6.2%). Reduced neutropenia occurred in 23.5% of cases (predominantly
grade 1: 14.8%, grade 3 and grade 4 was 2.5% and 3.7%). Hemoglobin
decrease was 39.5% (mainly grade 1 and 2: 29.6% and 9.9%).
Thrombocytopenia was 6.1% of cases (grade 1 was 4.9%.

- Liver toxicity: 21.0% of cases of GOT increase are grade 1. There
are 25.9% of GPT increase are grades 1 and 2.

- Renal toxicity: 13.6% of all cases of hyperuricemia were grade 1 or
2. And 3.7% of increased creatinine was grade 1%.

- External hemolytic toxicity: There were 72.8% of nausea, at grade
1 and 2. There were 22.2% of vomiting, mainly grade 1 (17.3%). 2.5%
of cases were stomach inflammation at grade 1.

3.4. RESULTS OF SURVIVAL
3.4.1. Treatment results

- The rate of relapse and metastasis was 67.9%. Average relapse

period was 27.9 + 14.2 months (2-60 months) [Median: 29.0 months].
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The predominant metastases were in brain (34.6%), lung (17.3%), liver
(2.5%), bone (4.9%), brain and bone (2.5%), lung and bone (6.2%).

- There were 13 out of 81 patients (12.3%) who survived, all of them
were progression-free. Mortality was 71 out of 81 patients (87.7%).
3.5.2. Overall survival and Progression-free survival
3.5.2.1. Overall survival and Progression-free survival

Table 3.3. Overall survival.

Overall survival Number of mortalities | Rate of survival (%)
(month) (n=81) (X +SE)
12 11 86.4 £ 3.8
24 24 70.4+5.1
36 40 50.6 £5.6
48 62 23.5+4.7
60 69 14.8+3.9
>60 71 11.5+37
X +SE 37.1 + 2.3 (Cl 95%: 32.5- 41.7) [Median: 37.0]

The rates of overall survival of 12, 24, 36, 48, 60 and> 60 months
were 86.4%, 70.4%, 50.6%, 23.5%, 14.8% and 11.5%, respectively.
Overall survival period was 37.1 £ 2.3 months (Cl 95%: 32.5-41.7)
[median: 37.0 months].

The rates of progression-free survival of 12, 24 and 36 months were
33.2%, 31.7% and 29.9%, respectively. Progression-free survival period
was 27.1 + 3,9 months [median: 6.0 months].
3.5.2.2. Survival period by disease stages

Table 3.4. Overall survival period by disease stages.

Overall Rate of overall survival (%) by disease stages.
survival Il (n=52) Illa (n=29)
period 1 \1ortalit X+SE | Mortalit X + SE
(months) ortality X+ ortality X+
12 1 98.1+1.9 10 65.5+ 8.8
24 6 885+4.4 18 37.9+9.0
36 15 71.2+6.3 25 13.8+6.4
48 36 30.8+6.4 26 10.3+5.7
60 43 17.3+5.2 - -
>60 45 12.8+4.8 - -
X + SE 448+2.3 23.3+3.8
(CI1 95%: 40.2- 49.4) (Cl 95%: 15.8- 30.8)
Median 40.0 16.0
<0.001
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- Survival periods and overall survival rates of 12, 24, 36 and 48
months of patients in the NSCLC stage Il were higher than those in
stage I1A, the difference was statistically important with p <0.001.

- Survival period and progression-free survival rates of 12 months of
patients in the NSCLC stage Il were higher than those in stage Il1A, but
the difference was not statistically important (p>0.05).
3.5.2.3. Survival period by histopathology

Differences in periods and rates of overall survival and progression-
free survival of 12 months and 36 months of patients with Large cell
carcinoma (LCC), adeno-squamous carcinoma, adenocarcinoma and
squamous cell carcinoma (SCC) was not statistically significant (p>0.05).
3.5.2.4. Survival period by metastatic nodes

Table 3.5. Overall survival period by metastatic nodes.

Overall Rate of overall survival (%) by metastatic nodes
survival | Not metastasized | Node N1 (n=22) | Node N2 (n=22)
period (n=37) _ _
(months) Mortality + ?E Mortality +>§E Mortality n g(E
12 . 97.3 T

+2.7 +4.4 105
24 83.8 86.4 31.8
6 lxea| 2 |73 B 1o
% 0 | B 1w T ;o
- 10.6 T
48 35.1 13.6 13.6
24 li78| B li73] B 173
60 21.6 4.5
29 i8] 2t |ia4| - )
>60 15.1
3 |i62| J J }
X+ SE 46.1+29 347+2.6 23.8+4.9
Median 44.0 36.0 16.0
P <0.001

- Survival periods and overall survival rates of 12, 24, 36 and 48
months of patients with non-metastatic nodes were higher than those
with metastasized node N1 and metastasized nodes N1 + N2,
statistically significant with p<0.001.
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- Survival periods and overall survival rates of 12 months of patients
with non-metastatic nodes were higher than those with metastasized
node N1 and metastasized nodes N1 + N2, but not statistically
significant (p>0,05).
3.5.2.5. Survival period by tumor size

Table 3.6. Overall survival period by tumor size.

Overall Rate of overall survival (%) by tumor size
survival <5cm (n=59) >5cm (n=22)
(n&grr:?r?s) Mortality X +SE Mortality X + SE
12 5 91.5+3.6 6 72.7+£95
24 12 79.7+5.2 12 45.5+10.6
36 27 54.2+6.5 13 409+ 105
48 43 27.1+5.8 19 13.6+7.3
60 48 18.6 +5.1 21 45+4.4
>60 50 14.4+4.7 - -
X +SE 40.9+2.6 26.2+3.7
(C1 95%: 35.7- 46.1) (C1 95%: 18.8- 33.5)
Median 38.0 17.0
<0.01

- Survival periods and overall survival rates of 12, 24, 36, 48 and 60
months of patients with tumor size <5cm were higher than those with tumor
size >5cm, the difference was statistically significant with p<0.01.

- Rate of progression-free survival of 12 months of patients with
tumor size <5cm was not much different with those with tumor size
>5cm (p>0.05).
3.5.2.6. Survival period by age

Survival period and rates of overvall survival, progression-free
survival of 12 months, 24 months of patients aged <60 years were
higher than those >60 years old, but the difference was not statistically
significant (p>0.05).
3.5.2.7. Survival period by Karnofski index

- Periods and rates of overall survival of 36, 48, 60 and >60 months
of patients with Karnofski index =100% were higher than those of
patients with Karnofski index =80-90%. Such difference was
statistically significant with p<0.05.

- Periods and rates of progression-free survival of patients with
Karnofski index =100% were higher than those of patients with
Karnofski index =80-90%, but the difference was not statistically
significant (p>0.05).
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Table 3.7. Overall survival period by Karnofski index.

Overall Rate of overall survival (%) by Karnofski index
survival 80- 90% (n=63) 100% (n=18)
period . - . -
(months) Mortality X £ SE Mortality X £ SE
12 8 87.3+4.2 3 83.3+8.8
24 21 66.7 £ 5.9 -
36 36 42.9+6.2 4 77.8+9.8
48 44.4 +
52 17.5+4.8 10 117
60 278+
56 11.1+4.0 13 10.6
>60 185+
_ 57 9.5+ 3.7 14 10.3
X +SE 345+ 25 46.1+ 5.1
Median 34.0 41.0
<0.05

3.5.2.8. Survival-affected factors
Multi-variable analysis showed that the Karnofski index, tumor size
and disease stage were independent predictors of overall survival (p
<0.05-0.01).
Chapter 4: DISCUSSION

4.1. CHARACTERISTICS OF PATIENTS STUDIED
4.1.1. Characteristics of age and gender

- The study found that the average age of the studied patients was
55.8 + 8.3 (28-72 years old). The proportion of patients over 40 years
old is 98.8%. The most affected age group was 50-59 years old
(37.0%), followed by group over 60 years old (35.8%) and 40-49 years
(25.9%). This result is also consistent with the studies of Le Thi Huyen
Sam (2012): 58.91 + 7.39 years old; Nguyen Viet Ha et al. (2013): 58.9
+ 6.4 years old; Cung Van Cong (2015): 56.8 £+ 10.7 years old; Nguyen
Khac Kiem (2016): 56.2 + 8.59 years old.

- Male patients make up 77.8% which is higher than female patients
(22.2%). Male/female ratio is 3.5/1.0. This number is in consistency
with the studies conducted by Nguyen Thi Le (2012): 5.1/1.0; Le Thi
Huyen Sam (2012): 2.54/1.0; Ta Ba Thang et al. (2012): 3.48/1.0; Cung
Van Cong (2015): 4.64/1.0 and Nguyen Khac Kiem (2016): 4.0/1.0.
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4.1.2. History of smoking habit

Smoking is not only a risk factor for lung cancer but also affects the
prognosis as well as the effectiveness of chemotherapy. The study
found that the majority of lung cancer patients had smoked cigarettes
(63.0%), of which male smokers accounted for 81.0%, consistent with
study results of many authors.
4.2. CLINICAL AND SUB-CLINICAL CHARATERISTICS OF NON-
SMALL CELL LUNG CANCER (NSCLC)
4.2.1. Clinical characteristics

The study results of common functional symptoms are also
consistent with the results of several other studies.

Table 4.1. Frequency of lung cancer symptoms in some studies.

Frequency of symptoms (%)

Author Chest Dy | Hemop | Dyspne Weight
pain oough tysis a loss
Bui Chi Viet (2010) 435 | 255 | 10.7 6.56

Nguyen V. Long (2010) | 75.5 | 72.0 | 38.0 | 36.0 | 40.7 | 88.0

Nguyen K. Kiem (2016) | 56.4 | 52.8 | 195 | 9.6 | 13.1 | 15.2

Result of this study (2017) | 44.4 | 79.0 | 30.9 | 44.4 | 25.9 | 13.6

4.2.2. Characteristics of tumor markers

There were 69.1% of patients with increased Cyfra; 12.3% of
patients had increased SCC levels and 29.6% had increased CEA levels,
which is similar to study by Bui Cong Toan: 76% of patients had
CEA>5ng/ml.
4.2.3. Location of lesion

Locations of lung tumors are found in consistency with results of
other studies.

Table 4.2. Locations of tumors in other studies.

Author Right lung (%) Left lung (%)
Ngo The Quan et al. (2007) 66.7 33.3
Lée Thu Ha (2009) 64.4 35.6
Nguyéen Cong Minh (2009) 60.0 40.0
Bui Tri Viet (2010) 63.9 36.1
Ta Ba Thang et al. (2012) 58.0 42.0
Hoang Thi Huong (2013) 65.0 35.0
Nguyen Khac Kiem (2016) 59.6 404
Result of this study (2017) 64.2 35.8
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4.2.4. Tumor size

Results of the study showed that the tumor size of 3 to 5cm (44.4%)
and <3cm (28.4%), which was similar to that of study result by Nguyen
Khac Kiem (2016): average size of tumor was 46.5 £ 19.9mm (15-
110mm). Early tumors were in size of <30 mm, including T1 and T2a,
accounting for 32.3%, and tumors of >30mm made up for high rate of
67.7%. Thanh Ngoc Tien (2015) studied CT scans of 64 lung cancer
patients with an average tumor size of 4.6 + 2.9cm.
4.2.5. Image of lesion on bronchoscopy

The types of lesions shown in endoscopy were external compression
(21.1%), bronchial congestion (11.8%), infiltration (7.9%), and tumor
stricture (2.6% %). This is similar to the findings of study by Hoang Thi
Huong (2013), bronchoscopy in 91 lung cancer patients >60 years of
age showed that tumor stricture accounted for the highest percentage
(24.6%), followed by infiltration (17.4% ). The lesions were most noted
in the lower left lung (15%) and upper right lung (13.1%), and less
common in the base of both lungs (3.3%).
4.2.6. Histopathological features

Table 4.3. Lung cancer tissue classification in a number of studies.

Author Histological classification (%)
Adenocarcinoma | SCC | LCC | ASC
Treat (2010) 48.9 178 | 40 | 293
To Kieu Dung (1995) 31.3 29.1 | 234 | 6.8
Bui Chi Viet (2010) 54.1 221 | 123 | 115
Le Thi Huyen Sam (2012) 38.8 224 | 75 | 31.3
Result of this study (2017) 59.3 235 | 123 | 4.9

4.2.7. Stage of the disease and the level of invasion
Table 4.4. Comparison of clinical stage with some studies.

Author Stage
| 1 A 111B v
To Kieu Dung (1995) 5.9 29 65.1 | 10.0
Nguyen Hoai Nam 3.3 416 | 55.1
Bui Chi Viet (2010) 344 | 344 | 312
Nguyen Viet Long (2010) 42.0 | 58.0
Result of this study (2017) 64.2 | 358
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4.3. METHODS OF TREATMENT
4.3.1. Surgery
Table 4.5. Lung cancer surgery in some studies.

Surgery method
Author Lobar Lung |[Endoscopic| Probe
removal |removal | surgery
Chung Giang Pong (2007) 85.4 2.1 3.2 8.5
Bui Chi Viet (2003) 88.7 11.3
Nguyen Thi Le (2012) 96.6 3.4
Shirvani S. M. (2014) 79.3 16.5
Result of this study (2017) 98.8 1.2

4.3.2. Complementary chemotherapy
Table 4.6. Number of treatment cycles in some studies.

Number of chemo-

Author Regimen cycles
3 cycles |6 cycles
Le Thu Ha (2009) Paclitaxel-Carboplatin 26.7% 73.3%
Le T. H. Sam (2012) Paclitaxel-Carboplatin 59.7%
Le Tuan Anh (2015) Paclitaxel-Carboplatin 91.7%
Result of this study (2017) | Cisplatin- Etoposid 25.0 75.0%

4.3.3. Complementary radiotherapy

The study results showed that proportion of patients receiving
complementary radiotherapy was 13.6%. The percentage of patients
receiving complementary radiotherapy in stage IIA (31.0%) was higher
than in stage Il (3.8%), the difference was statistically significant at
p<0.001. This is similar to the study by Le Tuan Anh (2015), subclinical
endoscopy on patients at stage Il (111A: 56.7%, I1IB: 43.3%) found that
93.3% received a full radiotherapy of 60gy in 30 doses.
4.3.4. Performance status of patients after radiotherapy

The study results showed that KPS index = 70% before treatment
was 0%, after treatment was 17.3%. KPS index = 80%-90% before
treatment was 77.8%, after treatment was 81.5%. This is similar to the
results of study by Nguyen Thi Le (2012) found that after treatment,
majority of patients had high performance index. The surgical group
alone had 75% of patients with a KPS index >90%, an increase of 30%
compared to before treatment, that of surgical + postoperative
chemotherapy group was 72%, an increase of 26%, and Chemotherapy
group increased 22% of patients achieving 33.3%.
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4.3.5. Side effects of EP regimen
The study results showed that toxicity of EP regimen was light level.
This result was similar to that in study by Vo Van Xuan when
evaluating side effects of EP/radiotherapy regimen, EPC/radiotherapy
toxicity was 53.3%; of which: Grade 1 and 2 were 48.9%, and Grade 3
and Grade 4 were 4.4%. 64.4% of Anemia with Hb<12g/l. Hepatic
toxicity: elevated liver enzyme (AST and ALT) > 40U/l with 47.8%.
Kidney toxicity: Increased blood uremia by 10.0% and creatinine
increased by 15.3%.
4.4. Relapse and survival
4.4.1. Rate of relapse

The study found that the mean relapse time was 27.9 + 14.2 months
[Median: 29.0 months]. The predominant metastases were brain
metastases (34.6%), lung (17.3%), liver (2.5%), bone (4.9%), brain and
bone (2, 5%), lung and bone (6.2%). The metastatic rate in this study is
similar to that of Son C. et al. (2013) 12.8% metastases found in 632
NSCLC patients, of these, 33 patients (40.8%) had early metastases >6
months before diagnosis of lung cancer; 18 patients (22.2%) were
diagnosed with lung cancer (6 months before or after diagnosis of
NSCLC) and 30 patients (37.0%) were diagnosed with late metastases
(6 months after NSCLC diagnosis).

The second metastasis normally occured after 2-5 years (39.4% in
the early metastatic group and 36.7% in the late metastatic group). The
first metastasis was normally gastric cancer (25.0%), followed by
colorectal cancer (19.0%) and thyroid (10.7%).

4.4.2. Overall survival and progression-free survival

Overall survival rate of NSCLC patients in period of 1-3 years in

this study is similar to that in other studies.

Table 4.7. Overall survival of NSCLC patients.
Overall survival rate (%)
Author 1 2 3 5
year | year | year | year
Cu Xuan Thanh (2002) (stages I- 111) 54.4 | 45.6

Le Sy Sam (2007) (stage I11A) 77.4 1 60.8 | 44.2
Nguyen Thi Lé (2012) | Surgery 875 | 84
(stages I- 111) Surgery + 90.6 | 17.8
chemotherapy
Chemotherapy | 59.4 | O
Nguyen Khac Kiem (2016) (I- 111A) 89.0 | 73.0 | 67.0

Result of this study (2017) (11, I11A) 86.4 | 70.4 | 50.6 | 14.8
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4.5. FACTORS RELATED TO SURVIVAL PERIOD
4.5.1. Survival period by disease stage

The study found that period and rate of overall survival of 12, 24, 36
and 48 months of NSCLC patients at stage Il were higher than those at
stage IlIA, the difference was statistically significant with p<0.001. The
12-month progression-free survival and survival rate of NSCLC
patients at stage Il were higher than those at stage IIIA but the
difference was not statistically significant (p>0.05).

This is similar to study by Strand T. E. et al. (2006) in 3,211 patients
with lung cancer who underwent surgery (1993-1999), the overall
survival rate was 46.4% (stage |: 58.4%, stage Il: 28.4%; stage llla:
15.1%, lIb: 24.1% and stage IV: 21.1%, respectively). Liang W. et al.
(2013) studying 5,853 NSCLC patients at stages I- 11l found that the
overall 5-year survival was 81.9% at stage IA, 71.6% at stage 1B, 55.0%
at stage I1A, 45.2% at stage 11B, 34.9% t stage IlIA, and 23.3% at stage
1B (p<0.001).

4.5.2. Survival by histopathology
Table 4.8. Overall 3-year survival rate by histopathology

Author Histopathology
Adenocarcinoma | SCC LCC
Cu Xuan Thanh (2002) 61.3 36.0 54.5
Nguyen Khac Kiem (2016) 71.0 61.0 67.0
Result of this study 54.2 47.4 50.0

4.5.3. Survival by metastatic nodes

The study found that period and rate of overall survival of 12, 24, 36
and 48 months of patients with non-metastatic lymph node status were
higher than those with N1 and N1+N2 metastatic lymph nodes, which
was statistically significant with p <0.001.

Period and rate of 12-month survival of patients with non-metastatic
lymph node status were higher than those with N1 and N1+N2
metastatic lymph nodes, but not statistically significant (p>0.05). This
results is similar to that in Le Sy Sam et al.’s study (2007) on lung
cancer patients with surgery of lung removal, which found that patients
completely had no metastatic lymph nodes (30 patients), and patients
had N1 or N2 metastatic lymph nodes (50 patients) had survival rates of
88.6% and 70.5%, respectively; 2-year survival of 72.4% and 52.8%.

Verification of lymph node metastasis has p = 0.03 and p = 0.019.
Zhang Z. et al. (2016), multivariate analysis showed that male gender (p
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= 0.020), symptom severity (p = 0.017), and lymph node metastases (p
<0.001) were independent predictors.
4.5.4. Survival by tumor size

The study found that period and rate of overall survival of 12 and 24,
36, 48 and 60 months of patients with tumor size <5cm were
significantly higher than those with tumor size>5cm, which was
statistically significant with p <0.01.

Rate of 12-month progression-free survival of patients with tumor
size <5cm was not much different from those with tumor size >5cm
(p>0.05). This result is consistent with comment of Le Sy Sam et al.
(2007): study on 117 lung cancer patients with surgery of lung removal
shows that 1-year survival rate decreased if tumor size increased.

Comparison of two tumor sizes <30mm and >30mm also found that
the association between tumor size and survival was not coherent
(LogRank p = 0.691). Zhang Y. et al. (2016) studied 2,260 NSCLC
patients (NOMO) found tumor size related to a 5-year survival rate:
tumor size at T1a (0-10mm), T1lb (11-20mm) T1c (21-30mm), T2a (31-
40mm), T2b (41-50mm), T3 (51-70mm), and T4 (>70mm) with
survival rates of 77.8%, 74.1 %, 68.2%, 64.5%, 58.7%, 53.2% and
57.3%, respectively.

4.5.5. Survival by age category

The results showed that the overall survival and survival rates of
patients <60 years old were higher than those at age of 60 years, but the
difference was not statistically significant (p>0.05). This is similar to
Gao Y.'s study. (2015) in 165 NSCLC patients (stage IIIA-111B) with
chemo-radiotherapy or radiotherapy showed concurrent chemo-
radiotherapy rates in the group of 70 years old (34/73) not much
different from group <70 years old (47/92), (p>0.05). The rates of
adenocarcinoma in the group <70-years old were significantly higher
than those of the group >70 years old.

The rate of SCC in the >70-year-old group was more than that in
<70-year-old group (p<0.05). A 20.5-month follow-up found that 1-year
survival rates for group >70 years old and <70 years old were 49.3%
and 40.2% (p= 0.243). The overall 2-year survival rates were 20.5% and
16.3% (p= 0.483). The overall 3-year survival rates were 9.6% and
9.8% (p= 0.967). Single-variable analysis showed no difference in
overall survival and chemotherapy-radiation toxicity (p>0.05). Age is
not a risk factor for mortality in NSCLC patients.
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4.5.6. Survival by Karnofski index
Table 4.9. Relation of performance status with survival period and rate

KPS Overall survival
Author index 1-year Overall survival p
(%) survival (%) (months)
Le Thi Huyen <80 0 8.1
Sam (2012) >80 41.9 12.5 <0.01
Pham Van Thai | <80 47.3 11.1
(2015) >80 73.1 22.6 <0.001
Result of this 80-90 87.3+4.2 34.5+25 <0.05
study (2017) 100 83.3+£8.8 46.1+ 5.1
CONCLUSION

By analyzing and monitoring 81 non-small cell lung cancer
(NSCLC) patients at stages of Il and 1A with radical surgery and post-
operative complementary chemo-radiotherapy, some conclusions are
proposed by the authors of this study:

1. Clinical and subclinical features of non-small cell lung cancer
(NSCLC) at stages Il and I11A

- Average age of patients is 55.8 + 8.3 (28- 72 years old).
Male/female ratio is 3.5/1.0. The most common functional symptoms
are cough sputum (84.0%), prolonged dry cough (79.0%), chest pain
(44.4%), dyspnea (44.4%), (30.9%), weight loss (25.9%) and fatigue
(23.5%).

- Tumors are shown clearly on Computerized tomography scans
(100%), 60.5% showing mediastinal lymph nodes, lesions of the
parenchyma, penetration into the chest wall and atelectasis accounting
for low percentage (1.2%- 2.5%). Average size of tumors is 4.7 + 1.6cm
(2.3- 10.0cm). Tumor size in rage of 3-<5cm accounts for high
percentage (44.4%), followed by size of <3cm (28.4%), 5-<7cm
(21.0%) and >7cm (6.2%).

- Rate of right lung tumor (64.2%) is significantly higher than that of
left lung (35.8%). Cancer at stage 11 takes up to 64.2% while stage 1A
accounts for 35.8%.

- Adenocarcinoma accounts for highest percentage (59.3%),
followed by squamous cell carcinoma (23.5%), large cell carcinoma
(12.3%), and adeno-squamous carcinoma (4.9%).
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2. Treatment results of non-small cell lung cancer at stages Il
and 1A with radical surgery and post-operative complementary
chemo-radiotherapy.

- Rates of overall survival of 12, 24, 36, 48, 60 and >60 months are
86.4%, 70.4%, 50.6%, 23.5%, 14.8% and 11.5%, respectively. Rates of
progression-free survival of 12, 24 and 36 months are 33.2%, 31.7%
and 29.9%, respectively. On average, overall survival period is 37.1 +
2.3 months [median: 37.0 months] and progression-free survival period
is 27.1 + 3.9 months [median: 6.0 months].

- Stage of disease, tumor size, lymph node metastasis, and Karnofski
index are prognostic factors related to overall survival (p<0.05 - 0.001).

+ Periods and rates of overall survival of 12, 24, 36, and 48 months
of lung cancer patients at stage Il (44.8 + 2.3 months and 98.1%, 88.5%,
71.2%, and 30.8%, respectively) are noticeably higher than those of
patients at stage llla (23.3 £+ 3.8 months and 65.5%, 37.9%, 13.8%, and
10.3%), with p<0.001.

+ Periods and rates of overall survival of 12, 24, 36, 48, and 60
months of patients with tumor size <Scm (40.9 + 2.6 months and 91.5%,
79.7%, 54.2%, 27.1%, and 18.6%) is significantly higher than those of
patients with tumor size >5cm (26.2 + 3.7 months and 72.7%, 45.5%,
40.9%, 13.6%, and 4.5%), with p<0.01.

+ Periods and rates of overall survival of 12, 24, 36 and 48 months
of patients with non-metastatic lympth nodes (46.1 + 2.9 months and
97.3%; 83.8%; 73.0%; 35.1%) are higher than those with metastatic
lympth nodes N1 (34.7 + 2.6 months and 95.5%; 86.4%; 45.5%; 13.6%)
and N1+N2 (23.8 + 4.9 months and 59.1%; 31.8%; 18.2%; 13.6%),
which is statistically significant with p<0.001.

+ Periods and rates of overall survival of 36, 48, 60 and >60 months
of patients with Karnofski index = 100% (46.1+ 5 months and 77.8%,
44.4%, 27.8% 18.5%, respectively) are higher than those with
Karnofski index = 80-90% (34.5 + 2.5 months and 42.9%, 17.5%,
11.1%, 9.5%).

RECOMMENDATIONS

1. It is necessary to have early detection, early diagnosis when the
disease is in focal stage.

2. It is recommended to use Diagnostic imaging is equipment to
accurately diagnose lung cancer.

3. Combination of radical surgery and post-operative chemo-
radiotherapy is recommended for NSCLC patients at stages Il and I11A.





